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(57) Abstract: An azole compound represented by the general for- 
mula [I]: p] [wherein W is sulfur or oxygen: R is -COOR 7 , -X'-A 1 - 
COOR 7 (R 7 is hydrogen or alky]), or tetrazolyl; R 1 , R 2 , R 3 . and R 4 
each is hydrogen, etc: A is -<CH 2 ) m -X- (X is -N(R 8 )-, -C(R 9 )(R 10 )-, 
-CO-, or -CO-N(R 8 )-); B is aryl or an aromatic heterocyclic group; 
R 5 is hydrogen, etc.: R 6 is -(Y) sl -(A 2 ) S -Z (Y is -O-, -S(OX-, -N(R»h 
-N(R ,4 )-CO-, -N(R l >SO r , -S0 2 -N(R ,4 h etc.); A 2 is alkylcne; and Z 
is cycloalkyl. aryl. an aromatic heterocyclic group, indanyl, or piper- 
azinyl]; a prodrug of the compound; or a pharmaceutical ly acceptable salt of any of these. The compound [I] has protein tyrosine 
phosphatase IB inhibitory activity and is useful as a therapeutic agent for diabetes, complications of diabetes, and hyperlipemia. 
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(57) 



**MI4, -Mi*. [I ] 




[5£«K WliSXfiO ; Rfi-COOR\ -X'-A'-COOR 7 (R'UH, T 
>V*>V) h?y y/U ; R», R 2 , R'&^RniH^ ; Aft- (CH 2 ) .-X 

- (Xfi-N (R 8 ) -C ( R 9 ) (R 10 ) - x -CO-Xli-CO-N (R 8 ) 
-) ; B«Ty-/WXii^#K^o^S;R 5 {iH^ ; R 6 fl- (Y) (a 2 ) . 
-Z (Ytt-O-. -S (O) — N (R 13 ) — N (R") -CO-, — N 

(R H ) -S0 2 -, -S0 2 -N (R u ) A'liT/Mrl^ 

ry-/K ^Af B j|i > t'^^^^/u] T^$ti57 
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5 B*/y*^7r?-*lB(PTPlB;Protein Tyrosine P 
hosphatase IB) ISlSfcttSrWI-S 7 V *- Mt&mxtel: 

io X'bL am. m«'>«? % mfhm^m-3<m*te&ftz^-r„ * 

^grt i mmfcffi ( i ddm ; 4 y .£ , 4 V ymK 

m, ffi%mx*<D%w%<D j $><) t?)<Dttz.ftmxhz 0 %<Dtyx-h, ®K!kmmw 
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a&^ney ymitznz> 0 z<d&, ^y^^g^sitfesiRs (i 

nsul in receptor substrateKAPS(adapte 
5 r protein containing PH and SH2 doma 

i n) *}(D?-ti*yymm&v ymtzti. pi,*t- f-Ak tmm^mmt-r 

y ^ffltfcits^^li^fioti^^, j-ui/yyymiktfDymik 
mmxhz ^ p tm y®. itmmxh z>^uyy**7 7 ?-M<D 

5/ ^ * -T -if i: * \z << y * ]} y i/ 7 -T/uBm M ft iz M 3 &m Wtt 
15 WS:*fcLTV^5t#^bJx6. 

^ —if IB (PTP1B; Protein Tyrosine Phospha 
tase IB) >">^-7"^fejg^#H6<j/j:^^7r * — 

tzmibs zomi&fomfcftmkn y* y y$t&fc*i Rs-iofn^y 

U >f>* y ^lg*T:tt^^^1-5^<t (J. Biol. Chem., 270: 
7724-7730, 1995; J. Biochem. (Tokyo), 123: 813-820, 1998), PTPlBCOif 

PTPiBwyy^rn^^N^!) y®%m^%iU titmmiiHitK 

ZtVXmffil&Vi&bftZtm&ZntzZ t (Science, 283: 1544-1548, 1999) /&> 



2 



WO 03/048 140 PCT/JP02/1 2673 



ZktmtibtiX\,^Z> B 
5 &oT, r»<t ^if Di/y$^7 7^-lf, HCPTP 1 B©MSltlt?r 

ii*fwt4£&su 4 v ><Dmmft*yy-r,vfcM*iEft\z.mir£ ? turn 

0i|x.fi, WO 0 0/1 7 2 1 l#&#fcfi, PT P 1 BMftfflSr^rl"** 
1 1 - 5 0 8 9 1 9 -f-^ (US 5,770,620 ^fB) fctt, 

20 WO 9 8/2 7 0 9 2^i (US 6, 0 8 0, 7 7 2^S) UlJi, S 

etfo->y*^77^- emgfcmzGi-zj-Ty-Mk&mtm^ztix^ 

WO 9 9/5 8 5 2 2^3Kcji-7-7 H [2, 3 - B] o 4 -A 

25 ;^#<l:^\ WO 9 9/5 8 5 1 l^#Cttt^t/f 7/-;U-7y-^ 
-i'/^'yiii^, WO 9 9/5 8 5 2 1 ^TOUS 6, 110, 
9 6 2^il'lil 1 - TD-^-^yy [B] t7l> [2, 3-D] yyyR 
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Xfl 1 - 7y-/U-^)/ [B] t7h [2, 3-D] f-*7*yR*ft:dS, W 
O 9 9/5 8 5 1 8^<&mzl-t\?7*-/l'-**y-ffimMmfotf, WO 9 
9/61419^il:|i2, 3, 5-tt£f7*=/Ptt*fcas, WO 9 9/ 
5 8 5 2 O^^^dfc^i^yU-^^^^^-Ty-^-^/U^^^fl^fls:^^ 
5 WO 9 9/6 1 4 3 5^f8Cll'<ym7x^ ^/77yjSiWy K 
—A>f&mit#* US 6, 1 0 3, 7 0 8t^*|:|J77V, ^^7 7^ 
fi"7i^i|W v US 6, 1 1 0, 9 6 3 -Affile Ii7 U —vU-tf+y- 
Mlft^, US 6, 0 0 1, 8 6 7 f ^tli 1 -7 !) 
*7i^W, US 6, 0 5 7, 3 l6f^«|:ii4-7!)^-l-t 
10 *f-9-f7-^B^ [B] 7/^l/i^i»ft^ US 6,0 6 3, 
8 l 5t^l:i^y/7xyy», ^ft^fcS&H^ns/y*;*:?-^ 

WO 0 0/4 56 3 5f«tt, 2 -g&^7/-^I§#ft^lEij$£;fr-C 

^2 0 0 0- 5 0 4 0 3 9#4fc«fcli, 2-7-Uy-4-7x^7/ 

25 <0 2©(C7K^SX(i77^^>^ST'fi^$^TVN-57=y 7S^ N 4fC7 s 
-^^rtL^ w04f407ai=/uS©2{4^tt^SSr^-r5fc<?5-C*)»5 > 
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&4V\ &1t s m-&m0)ik'&V9teCRF (corticotropin rel 
easing factor) 7V 9 3'-* h t LXftMtehOXh •? % PT P 

5 »4- 1 5 4 7 7 3t»ll 



ill7y^ir->lXli-N (R 5 ) (R 6 ) R'&t/R'ttlBj-XfiM&o 

io -c7K^^x(4{£^T/u=3r/kS^^-r) -cv^^n^s^, r 4 \*7kmfc?xitnm 
*ximnmj-**i~) x^ztizj-r v-;vmm-fc&mw.zixx\^ 0 l^l 

15 LTt«/H©-ei,!),PTP 1 Bm^Mt LTCtfflttto^TWi/Fli^, 
WO 9 4/0 8 98 2^il:|i, 4 - 7 x^/Pf 7 y~-^li^^|2i ^ 

pt p i Bwrnrnt LxtDGmmzo^xvfflTFitto^ *ti*^vk-rmmh 

WO 0 2/3 9 9 9 7MCIt -j^iC 
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R 9 




5 /^^;^ TORI'S, Ty-;uS % 7;^/U7$y 

7->^^ R 8 {iD<^^LTm?rff^tTtJ^V^7K^/lT•Xlir/^dr/^£ 
Sr. R 9 teMT/i^/wSXJi7k^^£, Qtt*££- V »*JB(^, tftmm*. C 
R 3 OH, CR 3 SH, CR 3 NR 3a R 3b x NR\ (CR 3 R 3a ) n> O (CR 3 R 
3b ) Jtt (CR 3 R 3a ) n O (CR 3b R 3c ) „ (itf, nfiOXfilttM3<&SE 
10 !&£^U R\ R 3 \ R 3b RXfR 3c ltZtlZ'tl®l±LLXfcmm?, g&£tlT 

Tfr^**/^ 7 7/l^/Ug, 7/l^-/L-g s T)V*^>\,%, 

20 
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(P 2b P 2a C) p 




(CP 3a P 3b ) 



q -p< 



* D 

c^ok p 4 te#/u*>^£ v wmm&K^u K?y^«Mt, coop 4 ', (ch 

2 ) ,_ 4 S P 4 ' XliC (O) NP 4 ' P 4 " & N R 7 llTkfSt Jjfl^ ^/tf^rv'g, g 
OOR 7 \ CONR 7 'R 7 '\ *mm. ^~7VK ^^t— /K (CH 2 ) 



,_ 4 SR 



7' 



-xn^SXIi^^r^^^n y^SSJffiS:, P 4 \ P 4 \ R 7 



R 7 " tt**l^tL«hA: LT**JIH% C , _ 6 T/l^/Ug, C 2 _ 6 T/U>r -;H, 
10 C 2 _ 6 7/i^~/uSXteM&£ftTfcJ:^7'y-^g£, R 8 (i7K»^-. 7rt"* 

^J^^, flSJSlS^ CR 3 OH, CR 3 SH, CR 3 NR 3a R 3 \ NR 3 ( (CR 
3 R 3 °) B% O (CR 3 R 3b ) n Xtt (CR 3 R 3a ) n O (CR 3b R 3c ) „ (5tt\ 
nliOXttl7^S3(OSfc^*L, R\ R 3 \ R 3 b &t>*R 3 c tt-tfl ZWktL L 

J:^C 3 _ 8 <£>g!&^-f) P 2 \ P 2 \ P 3a St/P 3b {i^tL^*^i£t-C7K 
SXIi7;^^l/yS^L, DliTK^JgP, Tvi^/uS, T^^r=/Hs, 
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LTt>&<, tttOXfil£\ P it 0X141 75^5 ©iti^, q 0 X(4 1 7535 

LT-NR' R", -CONR'R'\ -S (O) 
5 ,NR'R", -S (O) o^R', — N R R % -O (CRR") 0 _ 2 CF 3n - 

cor' , -co 2 r d-oR' (it*. r\ r" fi-tn-ena^LT* 




fliAiLLX^mm^s C,_ 6 7VU*/Ug x C 2 _ 6 7^^=-^m, C 2 _ 6 7/^^^ 

CR 3 OH, CR 3 SH, CR 3 NR 3 "R 3 \ N R 3 N (CR 3 R 3a ) n , O (CR 3 
R 3b ) n Xtt (CR 3 R 3 °) n O (CR 3b R 3c ) „ n , 4 0 Xtt 1 3 © 

SE»£*U R\ R 3 \ R 3b St>*R 3c li^n j PtL3aiS:LT7K^J^i L , 
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p 4 H7kmmT, fi^Tf.^iym, (ch z ) ,. 4 sp 4 \ mm^m^^ Yy? 

?UiiL, COOP 4 ' XliCONP 4 ' P 4 '' R'^mmi-. 7 

5 p-</i-g s ry-/ug, coor 7 \ c (o) nr 7 'r 7 '\ TkM. ^/k 

^^--yK (CH 2 ) ,_ 4 SR 7 >fDSSXIimi^P K7 7«^, 
P 4 > P 4 \ R 7 ' &tfR 7 " ItZtl^hl&iLLXfc^m*. Cy-eT^^m. 

nl$0Xttl7bm4<Dm$k%, DtefrmW.?. 7/\s*^m. 7/U3=f^I, 7)V 

m?k7>*~umatm&£tixb^^7 v-sumz^ ^tt^tf 

yitj-'ry^ym&mm (ACE) - 2pfj£l)<b LX^mt£h<DXh*) . PTP 

20 *^pj<DSW(i, to/cPTP i Bisw^ffl&^ru ^m^^^, itJJ}§lfit*£ 

[I] T'*£*l6 7>'-/Mt£W«tl/cPTP 1 BR&*f£ffl£WU PTP1 

9 
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#»wi*te [i] [5 4] iZTjk-rit&MaRxfzommm&fcmtZo 

[i] -«a;[r] 



5 [5£<K 

(1) -COOR' R 7 «t**K^Xrite»T7U*^£Sr^-t-), 

(2) -X'-A l -COOR 7 

10 

X'tt-O-, -N (R 1S ) -XII- S (O) „- R' 5 l47K*^^X«{Si^ 
A 1 tti&mr ;v * v y m £^ L , 

r 7 itTKmw^ximmr^^m^-r) xn 
15 (3)^ h^/y/ug&T^u 

R\ R 2 , R 3 &tfR 4 li, **lf*tiiLX, 

(3) 7K^S. 

(6)V7 7S, 

(8) A-*/Ug, 




WO 03/048140 



PCT/JP02/I2673 



All- (CH 2 ) ,-X- 

5 

Xtt-N (R 8 ) -C (R 9 ) (R'°) -CO-XJ1-CO-N (R 8 ) - 

10 ~>g, -N (R») (R 12 ) (R"RtfR I2 tt\ ^n-etl«LX, *ifiM*«L< 
©^rn^^tt LT.fc <fc ^ 5 ~ 7 M^r ngg&0$ LT t> «fc V 

20 Tt«tv^5~7M^xciaiSr^U-C'bJ:V'») SttfU 
R 5 fi 

(1)**JW^ 
25 (2)^P^ygf, 
(3)4£ft7A'*/l'& 

11 
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(5)^7/^ 

(7) i»/ND7;^/PlXli 

(8) -S (O) r R 17 (R ,7 fi{£$7^*/Ug;m7y-/Ui££^U rliO. 1 
5 X«2Sr^-T) ; 

R 6 li- (Y) „- (A 2 ) -Z 

s l&tfsli, -tft-etiSHS LT. OXfil£jj*U 

Y^-O-, -S (O) ,- N — N (R 13 ) -N (R> 4 ) -CO-, — N (R 14 ) 
10 -S0 2 -. -SO z -N (R 14 ) -C (R 18 ) (R 19 ) -Xit-CO- 

t fiO, 1 Xit2 £tfU 
R ,3 (4 

15 (2)fiiT/w+;PS 

(a) fiiv'^n7;^;H > 

(b) g& $ fix t <t ^7 y -/US, 

(c) g&£*i-Cfc J: oUtSAtf 

(4) 7 /u * /u* /w* ^gXfi 
<5)(&|RT/u*/u*/HI?=/u« 

(^Kfift7^^/u*/u#=/uStt7KSftSXIitei(»7yU3^^£-C|llft$tLTV> 
25 Tt>«tv) tr*U 

R 14 f47k^j^-PXfitei^7^dr/US^^ L, 

12 
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zn 

(l)lii/^D7/^/H 

( ^ y ? p T /l- * /u£ fig& £ tLT t J: V > 7 x. = /US £ ft X V > T t> 
10 (2)7!)-^S 

(a) {&& T /U * /US t>*iSa 7 /W * ^ # /U # = iV tj. 5 & <fc 9 3 « $ ft 6 

20 (g)ii7/^/U7^S, 
(i)6i7/^/^tSSt>' 

( j) {£$7 =« * b ft 5$ «fc •? £ tl 5 cFtlTV^T i> X 
25 (^Ift^tlTUl^fi^TDil, 

(5) tr^9^=^s 

13 



WO 03/048140 



PCT/JP02/12673 



(b) 7 i = 7 ^ * /I- & , 

5 (d)7x=/uftiftr^3*i/*^^Si^451IJ:t)Il)?$*i5I*S , t? 

[2] Cl] tcfc^T, 

10 WlifiiStllJ^T-Xtt^m^Sr^t ; 
Rli 

(1) -COOR' (iSf, R l tt*mW. z f-X\-&C l . i TJU*jl'm&^1r), 

(2) -X'-A'-COOR 7 

15 X'li-O-, -N (R 15 ) -Xtt-S (O) p - (5fc«K R'»t4*#JISl^Xf±C M 
Tyi'^SSr^U, pfiO, lXfi2£^-T) 
A 1 liC H 7)V* v U 
R'liTK^M^XfiC^T/U^/uS^^I-) Xtt 

(3) r F7^/y /I'S&tfU 

20 R\ R\ R 3 RVRUt, %tl?tim±LX. 

(2) Apyygf, 

(4) Sift £ tiT t> J: V * C ,. 7 9 s 9 a 7 3^ C M T /w* ^ * v"£, 
25 (5)^&£*lT t £^7 7/1^/1^*:/^ 

(6) V7 7l, 

(7) = hn£ x 

14 
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(8)C M 7*"*^*, 

(10) C 14 7^3^v^SX(i 

(11) C M /MJ7/i'3*VS«r*L ; 
5 A 14- (CH 2 ) .-X- 

X(4-N (R 8 ) -C (R 9 ) (R'°) -CO-XI1-CO-N (R 8 ) - 

R 8 {i7K^J^T-, -S0 2 R 16 (R' 6 l4C,_ 6 7/U*^gXf4T y-/Vg£^-f) XI4 
10 C 1 . 6 7/1'*/I'S&7FU S9EC rt 7/l'^fil4C 1H 7/U3^v'S, 7!!-;^ 
-N (R") (R 12 ) (R ll &l>*R ,2 {4, fWMiLT, 7k*^«L< 
HtC M 7**A'*«:*-*-a\ X{4^tLP,^^-rs^^^<fr-IHc^oT, $ 

<D^x p DfC^ ^"a W t X h 4 5 ~ 7 a ^ L T t> 4 V >) x # > 
15 Cv^* *7^*A'gXlWfc£;h/t't>4^7 y-/wS^b*5»4 9Sft 

R 9 &t>'R 10 f4, ^tb^n^StT, **^«L< l4C,. 4 T/Wdr/uS^^i-75\ 

4<, Xfttiit)^t5lS*lf^i-*l:4ot, £ ^MRC^ 
20 *Rtffi!t3tJ®*ri>fcft58¥4 •? WR*ii6^*< ttloo^BBfmL 

-C 1 b4v^5~7M^xD^^^LT^4v^) 

mttOX«:l7Ir^3©!i«c«r^-r) -C'*£*l5&£^L ; 

B (IT y -/Hll^fi^fDSl^L; 

R 5 I4 
25 (l)**©^ 

(3)C, H 74/*yU*, 

15 
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(6)= hnS, 

5 (8)-S (O) r -R 17 (R xl t±C^T;U*/l,mxi*TV-*m*7*l^ rteO, 1 
Xtt 2 £tkL ; 

R 6 I4- (Y) 51 - (A 2 ) ,-Z 

10 Yfi-O-, -S (O) — N (R 13 ) - % — N (R 14 ) -CO-, — N (R 14 ) 

-SO r , -S0 2 -N (R 14 ) -C (R 18 ) (R 19 ) -Xli-CO- 

• tllO, lXli2Sr*U ' 
R 13 (i 
15 (l)Tkllf, 

{3Rc H 7^Ili. 

(a) C 3 _ 7 D7;^^ 

(b) $ n-c h x v ^7 y -/PS, 

20 (c)I^$tltif)J;V^fnilfttJ! 

(d) & 6«w i tj $ jx 5 E&g-e©& * nt V t> i H , 

(3) C M 7VU*-=/U*, 

(4) C,_ 4 T/l^/l^l/JlwUSXIi 

(5) C,. 4 7-/l^U#/U#~/U£ 

R 14 fiMcjRJBtT-Xli C,. 4 7Vi^ug£^ U 

16 
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5 -Cb«tV^5~7M^-rP^SrM'tTt>«tV^) &7*U 

A 2 tt C M p TyU=Sr/U-*T*B^ $ tit t> <t ^ C M U L , 

Zl± 

(1) Cj. 7 PT^^r;^ 

( S m C * n n y -CBift $ lit i V > 7 =c -/^T'g 

10 &£*L-C^T*><fcV^ 

(2) ry-/us 

(a) C 1H 7/W*/Ug& C M 7 fr* frU -fr&fr b 5 $ «t I? Sft £ tb 5 
$^^5fiifeST♦tt«l^^^•rt>ctv^C 3 . 7 v'^pT/^^/^S, 

20 (f)C H An7^S, 

(g) C,_ 4 7/1^^7 $ /I, 

(h) v 5 (C,_ 4 7^=Sr/u) 7$/g, 

(i) C,. 4 7/l^lo^g&tf 

( j) c 1H r /ua e>fc 5 II J: •> a& $ g&ST-«& £ JxT l^T t> «fc 

25 V^K 

(3) f#|AfpfI 

17 
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(a) C T/U*/U&-Ctt& £ flX t «fc V n il, 

(b) C^T/U^/vm, 

( c ) d f ym^xti c,. 4 n r vw^r/uS-cBlft Sft-c t> i v^t y -^g, 

5 (e)C IH /M3 7/Mr/l'S, 

(h) c H r 3 * v'&a* p, 5 J$ J: 19 gft $ ti 5 M&S T-ft& $ tit v *r 4> «t 

(b)7 3 :-^C H 7/l'^/H, 

15 (c) ^ d y yjfg^T'g^ $ tlT i V^O/f As£R.Tf 

m&ztix^xt>&^) 

X&ZfiZm*7*-t [1] tm<DTyr-;uik-&®)%L< te*<Dzfxi K7 s/*\ X 
20 [3] W#»xiiiiiffl)!) v 

(1) -coor' (£«k R'ltfcmm+zfFi-), 

(2) -X'-A'-COOR 7 

25 X'li-O-Sr^U 

A 1 liC M 7/UdF- 1> U 
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(3) fh7/y^iM^u 

R' N R 2 , R 3 RVR 1 tt, ^M'tliiLT, 
5 (3)**S, 

(4) g& $ tlX t> <t V N C y 9 a 7 /u */u C M 7 /U* /U^ * ti 
(5m&£ftTt> J^7 7^3r^*v-K£^L ; 

Afi- (CH 2 ) „-X- 

10 Xfi-N (R 8 ) - % -C (R 9 ) (R'°) -Xtt-CO- 

R 8 f±7K*J^^X{iC,. 6 7/u=5r^S5r^L, SRC H 7;^/HiliC w 7A'3* 
i/g, ry-^^S, — N (R") (R 12 ) (R ll &0*R ,2 li, *tt-eji4»4L 
**JR : F-eL<l4C 1 . 4 ryw*/u8S:^'t*\ Xfl-tn&JJsiS^i-sa*®^ 

*t<5*J>fc< it loc^fpi^^f LtfeJ;v^5~7l^fpI^MLT 
fcj^h #/U/j?=¥^g x C 3 . 7 ^ a7/w*/i'&Rtflllfc$;h,-Cl> <fci^7 1> -A- 

b * s a* ct >? jitR £ n § Ki^s'-cm $ nx ^x t <t < . 

20 xtt* Jx e> i — $£t- ^otCj.jV'^ p 7/u# y&M&Z lx h 

xtt*tibtf&&tz>i%mm : f-t--®icft'ix, £b\z&mm*. mmm 

Tt><tv^5~7*^xoSilSrML-CtJ:v^) £tfU 

25 Bf}7y-/ugXfi^#&^xp^2£^L; 
R 5 ,2 
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(3) C,. 4 T^=3ryuSXtt 

(4) CnT/i/3'*'>S*7i«L ; 
R 6 tt- (Y) (A 2 ) S -Z 

5 (5£f, 

s lRt/sfl, ^ftWMLT, OXttlfc^U 

Yli-O-, -S (O) -N (R 13 ) - s -N (R u ) -CO-Xit-N (R 

M ) -so 2 - 

10 ttto, ]XFi2fr^U 
R 13 li 

(2) C,. 4 T^^r^S 

15 wc H ^BmAi, 

(b) fi& $ n -c fe «t V * 7 y 

(c) $ tlX h <fc V^r p SiS&tf 

(3) C 2 _ 4 T/l^~/Ug, 

20 (4)C t .,T^^-^^;U^^;u^Xii 

(5) c w r^*yu* 

Tt>«fcV^) £t^U 
Zlt 

20 
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(2) ry-/w« 

(a) C T/U^r/uS^ L < (4 C ,. 4 T/l^/U# $ flX h «fc V ^ 
5 roiiS, 

10 (e)C,. 8 7/U3r/U£, 

(f) c M ad7/^^S, 

(h) ^ (C,. 4 r/Udr/U) 7 5 / 

(i) C,. 4 T/U=¥/U^^-SSt>* 

(3) ^SI^faSS 

20 (b)C H 7/^S&{; 

(c) ad^ ^jjf^XJi C ,_„ /n p T/i^^/uST"^ $ tiT t 4 V >7 x 
4 5 # «fc 9 SIR $ ft5 I^ST'li * tLT l^T t <fc V*) % 

25 (Stttv^s^/i'iSMt 

(b) 7i=/bC l . 4 T/l^^r/l'S&t) J 
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-C*£ ft 5 [2] ^i©7/-/W^itL< lit©/o K7 -7^, X 

5 [4] W#*Jt.«(^-e*) 9 , m*«0Xfil-e*>« [3] fE«©7"/-/Wk^» 
[5] AflS- (CH 2 ) .-X- 

X#-N (R 8 ) - R 8 li**IiS^XttC 1 ^TA'*/l'££*U SiC H 

io t^^shc 1m t/U3*^s, ry-^vs, -n (r") (r 12 ) (r"s. 

tfR ,2 li> -tft^ftMLT, 7k*J^^b<«:C 1 . 4 T^^/wSSr^i-^ Xtt 
JjjW^kftSPJ; Uafc£ftS4>fc< «t t> lo©^n|jC?-*:£tf LTt>J:V>5 

15 s& $ ftt t> <t v ^T v -*m& b tt <t *) mm z ft s m&&x-m& z tixyx 

mteOXfil -C*$n5'SSr^"t- [4] IE«©T /-/ufk^**L< »* 

[6] RiS-X'-A'-COOR' (St^K #|B#tt [3] KffifcWSi 0 
20 [5] E«or/'-/Hb#«ll*L< tttO^o K?y/, 3m^ftbtf>H 

[7] R^-COOR 7 OSf, R^i**^**"**) T'fcS [5] IS^WT 

[8] R\ R ! , R 3 2fctfR 4 tf s *&Jjf^T-£>5 [7] iB*©7V-/Wfc£*£L 

[9] B^7^n/us, f7)/!)^s, eyv^g, ^y^fr/y/i'i, 
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[10] Bti>7 x.~jV&X°hZ> [9] Um.<DTy-fr\t&m^L< l«W/n 

RttfAmm+x-hz [i o] is«c^r/-yHb^^t< fi^w/p 

[ 1 2] R 6 l-*3^-C, 

(1) C M y^D7;u^;H 

(2) 7 y -/ws 

io (%mry-^mi* 

(a) C w Ti\s*)\<W£ L < ft C M T/U^r/U^/U^-^ST'S^ £ftT t> <fc V -4 ^ 

£ ft 5 !&2T*g& £ ftT t> <fc V * C *s9 p 7;u^/H, 
15 (c)*/u#>v-^, 
(d)^P^>lf^, 

(f) C H ^n7;^^S, 

(g) c 1 . 4 T/u^^r $ /m, 

20 (h)^ (C,. 4 r^^/U) 7$ /g N 

( j) c M ta< * & ^ p j; 19 sir> £ 6 «ms-egm £ ft T V NT t> £ 

25 (^!^#K^xpmSli, 

(a) ATD|I, 

(b) C l . 4 7VU*/l'g.K.tf 



WO 03/048140 



PCT/JP02/I2673 



tt -s m «t •? am $ ft * e^fix-fi^ $ ttr v >r h x v ^ 

Hli±flF£L#5i£ 0 
5 [13] Z ^iS 

10 (c)^/V#=¥">S, 

(e) C IH 7A'*;l'I; 

(f) c„^or^i, 

15 (h)v? (C,. 4 T/l"*A') 

(i)c 1M r^^f-*atfttj« 

ry-^Sfc^-t- [12] iB«©r> f -Mb^**t< wt-to^o K^y^ x 

tt**L5»OESi±flF*L#**. 
20 [14] Z i« 

(b) c M r^/HE* t < iic w r^=¥^^^^-/ws-eg^^nx 4> ctv^r 

SO 5 

( c ) c ,. 8 r t>tez®£*)miRktiz> m&mT°w& ^nf;7x 
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h% [13] IE«(7)7 / -/W^fef t < K77^ xi*znb<Dm 

[15] z^mi, t^yi, />n^yii^i/c H r/^/H^f)^5i 

5 *m*^-f [14] |E«<DTi/-/Ht^^L<Ji^^rn K9**\ Xte^ft 
[16] RM^^T, Y^-O-, -N (R") (R 14 ) -CO- 

d HISS. tf7KS£$ jJ^ 5 81 J: D Stt $ ft 5 Hlft£-C««l £ tiT v «fc < , 
R ,4 ll**B : FXttC w 7**^S**t) Sr^U s 1^k*$>5 [1 3] X 
Wt [14] iBtt©7>/-/Wt£'fo3gU< fi^r^yn K5y^, Xtt-tnbWE* 

15 [17] RM-fcV^-C, A 2 ^^^i^>S-efc5 [1 6] ffi*t07/-/Wt£#! 

[18] [1] M [17] OV^-fn^tlStt©T'/-/Hfc^«!^b<Jl-tW 

20 [19] [l] M [17] <Di,^-?tifr\z$ZMi<DTS-;HtG-V!)%L<it*:<D 

& #1-5 m e «f p •> v * * 7 t 9 — t? i b mm mmm^.m 0 

[2 0] [1] Jbm [17] ©V^n^^IE*©7y-Mb^»SL<H:-€:0 

25 ^^tSSSSl&SfflllM^ 

[2 1] [1] 7531 [1 7] ©l^T fta^|2*i<DT 7~M\L^mm L<\**(D 
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[22] m(D&msk&femmt<DWR)(Dtz£>(n [1 8] mm^mm^^ 
[23] mm\kfcmmm&x? : 7->&<DMMx*hz 12 2]eioi»i 

[2 4] ^^^^^(Dl^^l^, a^XfJ-y, Zfy^^^f- 

[2 3] IE«og3Sjifijm 
[2 5] ft!l©i»^^mi:^Mofc:»6(^ [18] UW.(0\^mMm o 
[26] ^>*y>#${£itll, ^tfz^t^Sflg, x;^y7? Kl, 

[27] 7-x^y~K\ ^y^en\ ^^y^U', 

15 -Y^^y >-Sl>*^mt:°^-^y ^^/y^^^^HJ: <9ii^$n5 [2 6] 

[2 8] m<D&mih&mmmt(Di%R]<Dtchb<D [20] te^^E^iifl^,, 

[2 9] i^flgifaiEfe«^^^^>^^^J-e$)S [2 8]fEfOEIM|j 0 

[3 0] ^^f->-^W^^ % p^*^^ /y^^f 
HtlZ [2 9] IEtt^Hli«tlo 

[3 1] ®.<Dnmmitimmi:<DmR}<Dtzib<D [20] tB^ognm^o 

[3 2] 4 y V^fJSii^, *;W*^vl^*3^ *,u*:/7$ k*^ 
25 i^£>&5iif J; Dm^n5«l^te«<t^fflWfc^cD [31] E«<7)|S 

[33] i-7-yy-Y\ ^y^t'UK> ^y^7U\ 
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y >Rut&mt°*yy *yyfrb%z>m£K>mvi£tiz> [32] 

5 [3 4] m^i«fliifejmf^li<!:(0#ffl^^*o [2 1] lem^Mm^o 

[35] mm!km^mmt^^^y^(omMX'h^i3 4]m^L<Dm.mm^ 0 

[3 6] **f-^fl>3(SaitfS, d/^^^^^, ^y^xfj-y, y°y^*?f- 

m [35] um<ommm.^ 0 
10 [37] {&<Dmmmfemmtowm<Dtzft<D 12 tm<DmmMv>)o 

15 [39] mmmfemmtK i-<r?v-b\ ?v b\ yy^yyy* t\ 

^^!)yR(J«*»W^'/^e)ft5#J;9I«$ilS [3 8] 

20 [4 0] W^ftO [1] 7?>S [17] <DV^tL>N^i5i8tW7/-/Wfc^gL 

I6IfD-»*^7r * — If 1 B©B&«#£ 0 
[4 1] WSb*'© [1] ftS [17] ©vvrfta»fcgafc©T:/-/Mfr£**L 

25 r^Sr^tf, «R«OI&*^jfe; 

[4 2] *T$*© [1] JbW. [17] (7)i^-ftiMzmWi<D7y'~-;Ht^mmL 
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[4 3] I6gfni/y^77^- t?l Blfl^l^Miti-Sfc*^ [l] 7b 
I [17] <D^-ftifr\z.fc®<DT^-M\:£m : % L<l«©yp K7 7^ Xli 

5 [4 4] ^^^«5r«i-6^fe<D [1] 7I/£ [17] <DV^n^|E« 

[45] Mmikfemmzmm-fz>tcib<D [i]jjs[i7] (D^rnt^m® 

10 <£>$ffl„ 

[4 6] [18] iiBttoEgiaricto* Xtfys»EIS*ftriM&*®&«^n5':<'* 

[47] [is] m®<Dmmmj$.M. R^mmmmf&^^mmm^mmm 
[4 8] [is] fe^isigM^ Rtf^m^mm^m^mstm^mmm 

20 [4 9] W$*tf> [1] [1 7] (DV^-ftL^^fBm<7)T)/-/Wk'a-^L 

[5 0] i^Mif&il^^^f y^cl^ltfc^ [4 9] fE«©te*;frifc. 
25 [5 1] **^^<DH3l|/^ a/<**^>, 7? 

[5 0] IE«^M7Jj£„ 
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[5 2] WSbfiO [l] TjW. [1 7] mvfft;WazmW7y-Mfc£^L 

5 [53] mmmmmmtK *&w&mm* x;i>*-*mxm* 

yxyy&mte&mmfrbftzmiiQmiRZtiz [523 
[54] HR^f^m^, tf^y-K, ^y^5U\ 

yRvmmv*yv fii/yfrbtzzmx oa^tta [53] 

*W»»t*sv^f, r c ,_ 6 j ttftSfttfl 75M6fiT**i)5r ^^^-r o 
15. r/May^JBC^j til, 7y*JS^-, *tt*JBC^ ^*J^«fi3 

mmr^;um\ t wu ^#fc 1 75^ 6 <DW.mx&%®mT/u*;i,m&m u 

^fvl'S. s e c--/^^S, t e r t-^^VUg, ^^fvuS^ -fV^f/l' 
20 ter t -^yf/Vl, 1 -mfvi^D tVUg % ^drvvU 

ft£L<l$. R\ R\ R\ R\ R\ R\ R\ R 10 , R", R 12 , R'\ R'\ 
R l5 > R'\ R'M£:lb*^TC 1M 7/l'*/u£-e*>!!K R\ R'\ R" {dfcV^T C,_ 6 7 

25 
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^oo^f^ 1, 2, 2, 

5 5 0 

#f£L<tt. R\ R\ R\ R\ R 5 ^*JV^TC,. 4 ^oT/U^^ST*ifo5„ 
rtettT/u^fi^Sj ttt, Kile l ]51 6 ©BiXliMiT/^ uySSr 
^u^g, hy^f-i/^S, /nfi/yl, "rby/^u 

15 ^h^S, ^V^h^i/I, t e r t-/h^S, ^fvU^v'S, 
#Sb<tt* R\ R\ R\ R 4 , R 5 K:fcV^C 1 . 4 7^:3*v'ST-£>5 0 

^fvM-^rv'S, 2, 2 a ^/^=3f v^S, 2, 2, 2-h!)7/^P 
#4L<M\ R\ R 2 , R 3 , RM:fc^TC H /Mi7/i'3='f>Sffc5. 

rry-^sj ttt, &*#6 ami 4 u iMfctfj^ 
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li7i=;H, -f-y^/um, t'7x^!i;H Mx.lt. 2-Di=!);H, 3 
Hit L< its R'\ R'\ B, ZI^^TC W) 7y^iT-i)5„ 

5 try in, try-s^fti tLxmmfemo rrjj-/u£j 

4-t'7x-!);^-/I), T> h y/W^v'S^W fjtl-So # 
£ L< 11 7 ^ k'7.n^y^^dr^S-efct), «fc*)#*L<W:7*/* 
10 ^It'fcS, 

\79 ;v*>v**i/m\ tit. rry-^gU^J <b LTHu!E£lgtf> rr y 
7y/\s*/i>**i'mX'hV.Mftffiiat^yi?fr**i'm.7^*?/U**is^ 

15 hh a 

#£L<tt, R\ R\ R\ RM^fc^TC 6 _ M 7y-^C,. 4 T/i^M-=¥;Xg 

xhz a 

20 i/;HRr;i/^n^7f;i'ST'fc5 (I L < tt^iffc 5 7!>S 7 ©i/^ p T/U* 
^ST-fctK mzft$L<ltU7 a^*^/umxhZ) 0 

BfiEti© ^m^7 u7)V*jvm\ £WU rr/i^/ug|S#J <t LThuIE^O 
li, n^n bVi^fvu^v'g, >^ □ :/fyM fvu^-iyg, i/7w<y 
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2 u^<y^-jv^=f-;v^^i/^, 2-Wv^ is ri>'>\'^>^3r*\'%, 2- 
D^^^^^u^-^^S^^^rf fens. #*U<f±, c„v^n7/^;uc 

~H-)V7.)V-fo~JV^ 4 y^fvl'.X/MS — s e c-^^^/l/*^S, 

t e r t-^f^^/^^S, '^fvl'X/l'jfcz^jg^ ^ 
/l-S, t e r t -s<y3-/UX/U7k^/U&^$-is/l>X/Ufc=- JU&^&^\f bfo&o 

ft* L< li, R ,3 |:fc^TC H 7/^/^^*^/Ht*fc5o 

25 aft^i, yf!)^ -ry^'^s, /<uy/n; N ^y/<nj/ufi, tv^ 
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R^-COOR'XIi-X'-A'-COOR't^^nSST'fcf?, R 7 #7Kf$fE 

/i-v'^AJsi, -?>r*i/ m&mibtiz* &t.L< \x7)vij y&jwfi-r? 
t t> <£ v\ ji»*>5r/u* y^mi&i: LTii, #y*.Mft» ry tf 

10 

15 < Ht$/* o^y^yXftv':? a^df-y-y-C&5 0 

20 ^WLTt) J:V^fP<£>5~ 7l^TDfj T*fc>9, MWtli, f h^tKn 

25 /us, **-y-y y/us, y^-y-yy/ug, f7yy^s, >f y^ryy^g, 
$ yy y ^s, y y /^s, t° y v^g, t° y ^s^/Hk tr y * v^/us, 
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<Z)5~1 OM^«-rPi§Sj X*h<9, 7!//H, f-^-A-S, h°py^S, 

^-drf-yy/HE, ^ y^-y-y y^g, fr/u;^ -ry^ryy^s, -r^ 
^yy/H, t'^yy^Ss try^s, ^y^=/H, ey e 

io ^y^?^!)/H, ^fr/y/H, ^^mt/y/H§ 

^Wbft5„ 4*fc#*L<tt, f/yy;H, trysts, ^/f7/y^/ 

^yy-f $ ^yy^s, ^^y^-^-y-y y^sx-fcs,, 

«f>*»b3iiR$*t5 l~3fi©|l*S-Clt*$n-Ct)«tV\^SIBlftSi: LTtt, 
15 '^nffyU+s c H 7^I, C h ap7;^/H, c H 7^a*->*, 

4^>g, tKM, V7;l,-hnS,7^S, T^*****^* (7 

20 3 0 

R\ R z , R'RVRMwiartS l7?A'*t-A'**!-i'&l ttft©*** bil^ $ tb£ 

->7 7£, - hag, 7$/£, r^a^s/a^tf^/MTa/a 
25 ^»iM4tfc5) s*^rfe>*L5„ &£L^g&&ji, ^tf^g 
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N (R») (R«) (R ll St>*R ,2 «, ^MWLT> ^W^fcL < ttttfcT 

10 £j tt, *W*^?>S1R*H5 i~3fiog|ftS-caift$*i-C'bJ:v^. *^Sfl|^ 
tfc&iLTJi. ^oy^gf, C H 7^I, C h ^b7/V^S, C,. 4 T/l^ 
adr^S, fl/M^v^, TK^S, ->7/I, =KoI, 7;;l, T/^^v' 

lo^fnif^tLT|)J;^5~7l^fp{|j tfi, 0£L<Ji. r$e> 



25 v>ry-^s, s»$nTt>«tv^-rosiisftoc7K»s^e>*-5WJ;«3a^$n 
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^Sj 14, ^f^bjIlR;*^ l ~3{@tf>g&g-eg&£*i-Ct>J:v\ 
g&giLTte, ^oy>I^, C,. 4 7VU*/i^ C.-^pT/U*^, c,_ 4 r 

v^Utf^g ^ ^^(Z)^ 1 »1 4 X' $) 5 ) ^iWfbtLSo 

/ug % e y vvug, t° y ^'^-/us, t° y 5 s^/ug, v^^g, f t-7t 

15 ^ $ yy y v^^g, ^-dr-y-zy i?~*m. ^ryy^-^s, r^tKaf 
7~/ug, ^*f-~^g % t^yv^ug, e^v^^g, ^u*y=/wg 

mi it, ik<D$>frbmvi£nz> 1 ~3fiog&g-cg&£;ia-c<b xw d^^t 

20 &g<tLTI2. AD-yyg^ C^T/i^/ug, C h /np7/^/H, C,. 4 T/W 

T'g^$tlTV^Tt>J;V\ 
25 R 13 ^fcft5 r{£jj&7Vi^^#/^-^gj l©liIXfe5l6i7;^^-> 
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I-^n7/M>j tit, Kit3^/I7©-^ PTWytfet), ^#fftlC(4 
•^o/o^^ •>^D^y i v-^d^^^^, v'iJ' D^+ty^O ! >'^ 

(D^p|^^^'^WLTt>«l:v>5~7M^7 i pmj tit, t< 14, r$^{-^ 
10 LX t i V^fB© 5 ~ 7 I^f a Ij Xh<0 , ^Clt f h7tKn 

— CH 2 - X14 — CH— 



Zf£*3tt5 f||->^7/^/Hj 14, ft* t< !4C 3 - 7 v^ D7/^/Ht 
25 ZK*Jf45 r||->^7/^;Hj 14, (aJ^D^^, (b) C^T/U^/U 



20 
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(c)C h /np7;K/H, (d)*Jls#*i/m. (e)C s .r>^n7;K/l'i, (f) 
C^T/U^^r^m, (g)C M 7/t^/kgT'tt&£tiT*><fcl^7 1 PS^ XliOO 

5 pta^a^j ojl&gl^ #£L<{2lttM3<®<D^py^/jjC^T*»£;ftT 

ti. 2-if7^^y/us % 3-tf7^-y/us, 4-\?7*-v sum) xh*>^ 
10 z^iotts rry-zuSj ^^^^e>^$ti5 i 75M5^ (#£L<W: 

(a) ffiift T tf<&$ T /W*A^ - b tt 3 P <t <9 iltR £ tl 6 » 
&g-eg& £ fix h il^r n ^g, 

15 6»S"CM^^nTt)J:V^Sv'^ d TA^A-g, 

(e) TATA'S, 

(f) {6if&^P7A^A^ 
20 (g)iSi7/l/^/U7^7l, 

(h)S? ({&&7A^A0 T$y», 

(j)ii7;^^ri/l 0 
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sv^m. 4 y?7"/v ^m. j t'yyv/^m, ti^us, e 

y^v?-/ug N fy^v^^S, t'yi/^/^m. fh7tKn7!)^ Thy 

t Kof t-Dij^s, t°yy*v v^-^i, 5 *v y ^-/ps, 

f-<yv>-/ug, b'^?^-,^ *^*y fb*i-5 0 
U< fif^y v^/i^S, ^tfy-^g, t^7-;-yuS N fo^-;-;^ t° 

— rf^y — v^/° — n \Z/ nh — n 0 

r^ B y^j as*tfe>n, #*l<«\ ^asus^ 

25 *m^T*fc5„ 
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tVuS, 4 yyp kVk£, -Y y/f^S, sec -y^s, t e r 

t-^l, ^y?yu£, >f y^^fvi^ t e r t-^-y 

MftttKii, t*f-)\<Txj%, if^r^i, yaw;ys; >f y 

t e r t-yw5;S> ^y^yw^I, 
15 **<<V*fl'T t e r t OfyuT 5 / ^v^T 5 / S^ri^ 

?yST-fco, v^y w?yi, ^xf^7;/i, ^yat> 

20 7?ys,^yyn tf/wr 5 y y-ff-frT ?yS, v?^ y7°f^7 ?yl, 

v= (sec -iff-fr) T X J *J ( t e r t -y^W) 7?yS, S^^/U 
7 5 y v>f y<yf^7 */S, v 5 ( t e r t — 5?^ 

^ri/;uT5ys, N-xf^-N-y w^yl, N-yf^-N-yDk> 

25 (C,- 4 T/W^/W) 7^ylT*$)5 0 
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ft##Jtett % /^-/uf-ytm. x-^^lrm, ypk>ftS, /fy/D^f* 
y^/^f-^-m. 'fy^f/^S, s e c -y^vi^^g. t e r t-^f- 
/i^tfS, ^^^^"S, W y^^f/^d-S, -fc^^/v^S, t e r 

-< ^ yy y ^s, t°7 y y ^s, t° y e y ey s -y-/H, 

^7-ys^S, >fyKD;H> ^y^^KDM, 

^yy^f^yu/n, ^yyfryy/n, ^^y^f-yy^g 
15 ^^»ft>*i5 0 «f^« i *u<h, fryy/Hxiii^y $^*-e*>*. 

(a) c M r^^/ws-ee^ $ tlT h .tV^r p 

(b) C M T/^/l'S % 

(e) CH^oTA-^i, 
25 (h)C,. 4 r/WP^VS 0 
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10 L<lib^!)^;H, tV7'^/H, rf7tKnt7- 

-O. -O . - n C nh ■ "O . ^0° -O 
-O .-O - n 0 nh -O rxj -0 

15 

liC.^aT^/ugT'g&^ftTtiJzv^^^ugj T*fc5 0 
20 <ttlJIrM3fi) »ttfcgTillfc$;h/t<i><fcV\, 

(c) ab y >J1^ -eg& £ ttT t> «fc v^< y >V^R XI 
25 z\zt3ttz> re^7v?=^a6j ±£>K&g-e£>5 r-7^-/M£$7^*/ugj 
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ii, rr/u^f/i/»^j tLx±i&fem<D ^mr/v^/umi tt-tzy^-frTfr 

-f&*. [I] K*S^T, &*L^m&&ttfc<Ob&*)X't>Z 0 

15 RI4, $f*L<{4-COOR 7 (Stf, R 7 Ji**^*^*) T*fcS 0 .. 
R\ R\ R 3 &tfR<li, &HiL<&7kmm*X'hZ>. 
A»4> ff£L<fi- (CH 2 ) „-X- 

x^-n (r«) - (g^cfi, R'tefcrnw^xtic^Tjis^frMZTFL. ^mc^ 

20 T^^gHC^T^^^ 7!)-^^!, -N (R !I ) (R 12 ) (R n R 
JjfW^k&S&J: 9 iI*R£*iS'>&< b h loO^T 1 Pj^^^^WtTt>«tV^5 
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Bte. &t l< «7oi-/ps n f-ryy^s, hry^s, -oy^ryy^ 

5 Zlt L< fit 

(2) r y 
io i^mrv-^mn 

roll, 

15 (c)#yutf>i^ 

(e) C^T/U^/Ug, 

(f) C H ^P7/^/H, 

(g) c H 7M/u7^;i, 
(iJCHT/^^ftisy 

H JLti 

25 (^^W^xa^gfi. 
(a)^fDii, 
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(c) r> n ? >m*xtt C ^ p T/u* /u£T*g& $ ftT J: V* 7 x f> 

(a) c ,. 4 T/u^ywg^ L < li c 7 'A"*** A-tf^i^-Cgife $ tit J: v 
5 pfS, 

(b) ;ki£g, **7S, ^py^m^&t;c 1H T/^/u«^e,*S»J;»)aiR$ 

10 (e)C 1 _ 8 7/l"= 3 fA'g, 

(f) C H ^n7/^;H, 

(g) C H 7/^7^/I, 

(h) ^ (c,. 4 T/w^^) T^ySRt; 

(i ) c ,_ 4 r h H 5 If <fc t> am $ *i 5 K1*£ -e«* $ tit v ^ x t> X 
15 y -^g?r^1-„ 

(b) c T/^j^m^ L < »i C H 7;^;^ ^tiT t> J: v ^-r 

20 p^s (^^^xp^Sf±e-<y it-zum. =./um^ t^^^^^s, 

(c) c TA^/ugtf' b * 5 « «t •? a* $ n 5 g»s-cfifc $ nfc 7 * & 

frbtiZm X •JSW^ttSfilftS-CiSift^nT'b <tl^7* n^*wuS-CiE*$ 
ixfc:7i^ywS5:7^i-„ 
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R B (Cio^T, Yfl, »tL<(i-0- — N (R 13 ) -Xtt-N (R 14 ) -C 

o- 

v^r p gsa* b & * $ «t •? sir $ ti s m^rnxmrn £ tix ^x t> «t < , 

R ,4 f4**^XttC I . 4 7/i'*/u£&7i*-f) fc*U s 1 ti 0 Xtt 1 £7*1% 
flS***tfOtHi*;Xr4'>3.!>||, ^n:/^ ^^Bfc, HJft, V 

>^m. mum. mm, h^y^n^ ^avt, r^a^f 

a, *n<t:*y»>A % **{k*/us/^A % Dmitry*- 

Vt-*?v^ ^yy=2=.y s n-*?-*- D-yju* $ >m<o&m 
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— C0 2 CH 3 , — CO2CH2CH3 , 



U O U U 

A^y 0 " • A 0 /yOc ( ch 3 )3 , A 0 ^ 0 A, 



o 

CH 3 



o o 




0 O O CH 3 O 

-^O^cAc(CH 3 ) 3 . ^O^O^CfCHab . 

O CH 3 O O CH 3 O 

/^O^O^CH 3 . /^O^O^OCH 2 CH 3 

O CH 3 O O CH 3 O 

^O^cA)CH(CH 3 ) 2 . -^O^cAo- 

O CH 3 

nsm^, mmm. hm, ££#k Ma<k 
10 ^##1, * fe#K tf(**L ttfflau jsttttsbau zvmmmm, 

iris*, Utifejft, ^^y-/i-x(i'<^v ? ^T/L'=3— ^o/^^^/k aKU^T- 
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*g£L-C, ft&KJ^&ah ft#K TO, <m\. &*t»U £tBflU 
^-fc/i^K Hn-m ^TV-yl^M, Si^j, i/uy 

?>&ti:Z>1>K®%.f$.AV}: f^fcD, llE||:50ragM8 00mg©»\ 

*%w<D\t%® en «■ PTPiBna*^ ®%®<D^ttxwi3mm. mm 
10 #s##& mum. mm, wmmm. w«jti:i^<-MM«tg^) © 

ttmmm. ptp 1 Boit^i-^m&o^xia^mmt lt, <t k 

-v**, 7yh, fvH*) \ztSt^ir^*tifi 

15 *%m<Dit&%) en fi, »^xttMm-a-»^wTOx[i^(7)g^T\ 

0fffl»!4<0*£\ l@l:5 0mg»l8 0 0mgfl)ttBO 
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7**h\ ?}) ?v\?y \ K, h7f $ K, ^y^-/K SS^htwi'^, 

btt^o #J;itf> a^^^^v, zf?'<*i?3-y, -7;w<x# 

v 

20 ^fc, #xsiw*5v>-c, 5Lfc&vmm\*m%ftt>hz%mx*ftx.tf ±<, mil 
fft& S&M, ->y*y^n-7^77^, ^hplc^©« 

25 1 
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ra-i 



(5£«K R^li-COOR'-Xli-X'-A'-COOR" (R"lifil7/^/H^ 
7F-f) Ha ] ttftfcj^ I^I^OAPyy^^L, ^<Dft!L<D 

5 Ig 1 

it&m Cl] La we s sonMI, EJSfcffc Z. y 

ffc^fc [2] ^itmS. §|R 
Tf4, T h7 t KP77V (THF), 1, ( D ME), h 

?DD/tM, ^DO^?>, S^**^^ Xtt^tnfe 

[2] Sr^ifi, apj»T, *ISo#ftTXtt*#ftT-efb^1ft [3] i 
fb^fe [I] - l 5 e ||at(t 

T-feh=Ky/K T Asa-frm y( y?n bVi^TyUn 

15 THF, DME, v^-fri^ Xtt'*tL&©jB^*||EjJS*tf &*LS 0 - 

mm 2 
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mm 2 




[1] 0>2 



5 Ig3 

fc£to Cl] Anf»T-C^^» [3] <tKj££*3r k\c£V)^ it& 

10 »3 

vrtfmMMLWhL Atf- (ch 2 ) ,-n (r 8 ) -xhzik&®> 
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R R XU4 R 3 \a 53 



[41 

j 

[3] 



(6] 



R 5 



Hal' „ R 
O R 



Ifi5 R^\ 4 S R 

Hl-3 



r8 l r 2 r 1 r 8 ' ^.r 5 



[7] 



186 R 3 V 



»7/^Jf^ 7U-^v/S;-N (R n ) (R 12 h #/Utf>i/£, teft^ 

*fc£«> [4] £M4>> &m<DftlETXliWfF&T, l, V-f-*%>\,-$zz,\, 
10 difcitMtS-* [6] 4f5:tm5„ MHTIi, ^d*/^ v? 

n\?)V^>VT 1, [5. 4. 0] ?^r#-7-cc 
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V (D B UK frmtl- h V tA&ifi&tfhtiZ. Rfommt- 2 0°C~5 Ot^ 
IS 5 

[6] zmm*. mmr, «[S©#ftTxtt*#«T"e^» [3] t 

5 tic <fc«K <k^ft [I] -3Sr#5r.t^t?t5. ^IHm 

Tirh-M/K TVua— /MS (>* P S — /K ^/-/K -Y.y^n fcVUT/i'a 

-/m$k thf, dme> v 5 **-^^ xnztib<Dm&mm*mft>nz 0 

TM6 

10 CI] -3 item*. 1I©#4T, {fc^* [7] b&mts#5Zk\z 

it), fb^^J [I] -4Sr#^rt^T*#5„ M£L-Cli, ^y^/u*/UAT 
5 h\ Vtf'A'T-kYT^ h\ THF, DM E „ v^^f-^ ^F-fr* fvU#* 
*/U7$ K (HM PA), i/t ^/U^/U^^-i/ K (DM SO) ^,-X«:-t*iP>©a 

15 h y e,jx5„ &£fi&no < c~ 1 0 ccwa-cfcs. 
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R 2 R 1 0 5 



HJXHv 



R 3 R 4 ^ N R' 
[IJ-5 



R 3 R 4 F 



IS7 R 3 R 4 'R 6 

[l]-6 



MOH R 2 r 1 

18] 



5 



— - -€T£K3C 

TMB R 3 V ^-^V 



(^^, Reli-COOHXIi-X'-A'-COOH^^L, R c 12- C O OMXfi 

c i ] - 5 zMMM-tz ^ t k j; «) en - 6 - 1 #-c- 

Kp^7^, ^dff-^, DME, N, N-v^^/U*/UA7 5 K (DM F ) x D 
MSO, Xfi^tl^O^M^^tf btL5„ g^LTfi, TO, hy7 

te-?- h y H> Tk^fb^ y * i^h y * a, h y ?a^w ^ti 

1^8 

[i] -6£, ^fe{c^oxr/u^y^ji7K^L% [8] tdifcz-tz 
r ir ^ J: «9 s [i] -7$r#sr <b^x#5 0 y &m7k$Ht#>fi, 
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77^, dme^ xii^tibou&mmtfmfbtiz* fcj&ufe 

5 Rt)^ h7/!i/Ht^5Ui [ I ] $rMit-r-5^&T'$>5o 

R 2 R 1 R 5 (CH 3 ) 3 SiN 3 R 2 R 1 r5 

R 3 R 4 R IS 9 R R 4 R 

[9] [l]-8 

10 189 

mmm&i~3 kmm<D%mt£*)m&Litik&® [9] » v h'y* 

15 »}i£6 

R 6 ^-N (R") -CH r ZT'fe5M [I] 
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R IglO R 3 R 4 

[10] 



[11] 



OHC-Z „ « 

R R 1 

[12] 



3 \,4 



Igll R 3 R 



R 13 "L D 1 



[13] 



[IJ-9 

R 2 R 1 



R A-fyT X/f^^ N ( Rl3 )-CH 2 -Z 
I*£ 1 2 R 3 R 4 

[IJ-10 

IglO 

itit® [10] SrSjc-tSdilcfcOffc^to [11] iS 

5 ^fe^^oTfT5^<t^T?#5„ its® do] nt« m 

*JE#*ET\ 7k*#BB55T-e««siS5c-f-5^tlcJ:i3^«» [11] £#-5ri:# 
T'#<5 0 Mtttfi, (^^y-/K ^^y-/K ^y/nt> 

10 IS 1 1 

it&toll 1] Sr. a5c»J©#£T-<Mfc£fc[l 2] 
ft^-tt [I] -9Sr#5r i:^-C#S, ii*7c£i| £: LTIi, b » 7± h*~>fcmik 

ns^m-r h v frmit'sr; *vm-r v y -)a (n a bh,cn) «?as^rf p> 
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III 2 

it&to [ID -9%®m*. i££<£>#£T\ ft&m [13] tRmzitzzt 

K«fc>?, - 1 0£#5i ims. ro^H, 3^*3^5 

1 

( 1 ) 4 — P ^ =*r is/l"< y-yiVTl^ 3 — 




^Mf^»ftT> 4-^P^->/^II6l (8 0. Og, 0. 382mol) 
\LT by t Ko77V ( 1 . 2 L, 15. 0 v/w) *Mz.tz'&, 9 n 
^f/W (5 2. 0ml, 0. 40 1mol) tJPtfc, «WT, 
h y xf/1,7 ^ (56. 0ml, 0. 4 0 1 m o 1 ) S:j&Px.fcgL IWC 3 0 

^^tM^A (58. Og, 1. 5 3mo 1 ) Of h7 t Ko77 V (1 6 
0ml, 2. Ov/w) ®»»£±Se»ft$r7k#lK#T, aE^<APx:fcc M 

5HF B 1i, M^T.MdeOml, 2. Ov/w) ^^Px.fc 0 
*ft!W ! 2 0^ 2N-IS (8 2 5ml, 4. 3 e q ) *MZ.tz 0 
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3 0^1 ||Eixf/K4 0 0ml)fittlU ^®.m*mm* (lOOmlh 2 
N-tK^L^- h V <}J»&mWl(l 0 0ml h^g* (10 0ml hl&fq^&TM 1 
OOml)T'i»M, (7 0g) T'MLfc 0 

ME^-r5r < b-C&fe@«c«M^tl (6 3. 8g, 7. 8%) 

5 £#fc D 

'H-NMR (3 0 0MHz, DMSO~d 6 ) 81. 2 3-1. 41 (5H, m), 
1. 6 7- 1. 7 8 (5H, m), 2. 47 (1H, m), 4. 43 (2H, s), 
5. 0 4 (1H, brs), 7. 15 (2H, d, J = 8. OHz), 7. 21 (2H, 
d, J =8. OH z). 

10 (2) 4-v'^D^i//^>'X7^ft K 




Mja^Jl (1) T'#^tLfc4 xn^i/jU^yis/UTfr^—sU (121. 
5g, 0. 6 3 9mo 1) ©^f/^;^Jf->K (500ml) hV 
if^7;y (2 4 9ml, 1. 7 9 mo 1 ) ^MA.tz 0 *»T, t'^^y 
15 HSHtttlllgft (163g, 1. 02mol) l^Dx fc^, MM.X2$fffl 

MWLtc 0 Rfomizfr&mftT, * (5 0 0ml) £}j§TLfc 0 n-^^f-Vi: 

g^^^/K7)M^M d:i) T-ittiL, &fo-km*x*mfr&^ mki-vw 
j*x*$mLtz 0 mi§, mil, mizftm-rzz. txu^m^m<Dmm\t^m 

(1 1 2 g, 3. 4%) 

20 'H-NMR (300 MHz, CDC1,) 61. 20-1. 53 (5 H,m), 1. 
7 2- 1. 9 5 (5H, m), 2. 5 3- 2. 6 5 ( 1 H, m), 5. 04 (1H ; 
brs), 7. 37 (2H, d, J = 8. 2Hz), 7. 81 (2H, d, J = 8. 
2Hz), 9. 9 7 (1H, s). 

mmm 1 

25 4- (N — (4- (4- (N- ( 4 - */# p ^.3f i//l"<y -N-^5vU 
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(1) 1- (4-^ - 2-ft!)I/7 



7/u=f^#ffi^T, 4-7^y^f;v^SSi^/i' i£®M£(l 7 0. Og, 
5 0. 8 4 3m o 1 ) (Of a afr/lsj* (8 5 0ml, 5 . 0 v/w) UMWK 1 , 
1 ' - ft*/l'#-/l'^>f ? ^"/-^ 9 0 % 166. Og, 0. 843m 

0 1 h h x )^flsT $y (123ml', 0. 885mol) £l«#;flD;ifc, SiS. 
K-C3H$IW»#& % 2 8%T>-* = T7K (5 7 0ml, 8. 43mol), ^/ 
-/Ml 70ml, 1. 0 v/w) £ fln Lfc„ S^t-n-^^r^^ 

10 (1700ml, 10. 0 v/w), * (8 5 0ml, 5. 0 v/w) IrWR^APx. 
^J&T-3B#P B im#tfc 0 #fWLfcfeft**iaL, n-^^rf-V (5 0 0m 1 ) N tK 

(5oomD -eiiftijE**, mff^tx, m&mfr<ommi\:&m (172. 

5g, W9 1. 3%) £#7c 0 

'H-NMR (3 0 0MHz, DMSO-d 6 ) 83. 8 4 (3 H, s), 4. 40 
15 (1H, brs), 4. 72 (2H, brs), 7. 17 (1H, brs), 7. 4 

1 (2H, d, J=8. 1Hz), 7. 93 (2H, d, J = 8. 4Hz), 8. 
0 7 ( 1 H, brs). 

(2) 4- ((4- (4-^hD7x^) -2-f7/D/l') 7;/^/W 3c 





S 



20 
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^•^7(138. Og, 0. 554mol)©7-feh=MJ/Ml380ml, 
. 10.0 v/w) MfflH&K, 2-yn*-4'-= hPTir h7x/> (124. 
lg, 0. 5 5 4mo 1 h SW (46. 9g, 0. 559mol) ZMfrMz., 
2mfflMmm$tLtz. 0 iflCW,* (USOml, 10. Ov/wKn- 
5 A+fy (6 9 0ml, 5. 0 v /w) Zmfctoz. 1 B*ffl&# Ltz 0 «f ffl LfctS 

tJI&ljti® U * (1 0 0 0ml), n (5 0 0m 1 ) T'll^^fi, ® 

E^tT, Jt&Hft4>&M<b6-4fe (18 3. 9g, J|R^8 9. 9%) 
'H-NMR (3 0 0MHz, DMSO-d 6 ) 83. 8 3 (3H, s), 4. 63 
(2H, d, J=5. 9Hz), 7. 49 (1H, s), 7. 54 (2H, d, J 
10 =8. 1Hz), 7. 95 (2H, d, J=8. 1Hz), 8. 06 (2H, d, 
J=9. 3Hz), 8. 23 (2H, d, J=6. OHz), 8. 43 (1H, t. 
J =5. 9H z). 

(3) 4- (N-^^/U-N- (4- (4-~ hvy x.=-;V) - 2-f7/!)/V) 



7^r/>#ffl^T. *mit-f hi) [7 A (^16 0%, 2 6. 4 g> 0. 66 1 
mo 1) ©N, N-^^f/U*;PA7$ K (5 30ml, 2. 5v/w) liSil 
tC, 1 0 < C^TT\ HJSfill (2)-e#bnfc4-((4-(4-=hB7x^) 
20 -2-f7/!)/l/) 7?y^f/U) ^|fi^/U (2 12. 4g, 0. 57 5 
mol) ON, N-^fMW7?K (7 4 3ral, 3. Sv/w)*^ 

(41. 2ml, 0. 66lmo 1) 5rift«Tt, MX* 2 
m#Lfc 0 Tklttt^ h y *J>. (^ft6 0%, 2. 3g, 0. 0 5 7mol)fcjq 
iIfiflB$WLfc 0 5««5rl Ot«K\ * (2 1 2 Om 1 , 10. 0 



O 



15 




60 



WO 03/048140 



PCT/JP02/I2673 



v/w) fc»TU M-C3 O'MmW®. *?4 y 7 u (8 4 8m 

1, 4. Ov/w) fJ0i2W#Lfc, *rfflLfcl££&*iU ^y^n 
fcVWc-TVU (424ml), 7k (424ml) T*li«frl£, »JE«j»LT, H 
&B^O«JB^« (2 0 1. 9g, Jfc$9 1. 4%) £#fc 0 
5 'H-NMR (3 00MHz, DMSO~d 6 ) 83. 14 (3H, s), 3. 84 
(3H, s), 4. 87 (2H, s), 7. 48 (2H, d, J=8. 3Hz), 7. 
61 (1H, s), 7. 96 (2H, d, J = 8. 3Hz), 8. 11 (2H, d, 
J=9. OHz), 8. 25 (2H, d, J = 9. OHz). 

(4) 4- (N- (4- (4-7;y7a^) -2-^T7V /U) -N-**? 

io /ursy^fvw) je&Wp 1 f-vb 

0 




3lJ&#'ll (3) -C#P,tbfc4- (N-^^/U-N- (4- (4-=fD7!^ 

yu) 7^^f/W ftAWB^fvu (200. o g , 0. 5 

15 2 2 mo 1 ) Oi?y-^ (8 00ml, 4. O v/w) &t>*7- l>7t Ko7? 
> (8 0 0ml, 4. Ov/w) jg-g-ffiSftlC 1 0%^7^!)^i (20. 0 

g) *J0x.**#B^T, 3*CJEfc-Cl*#fll#Lfc. BLfcrnZ-tyJ hmi&m, 

mmizi o%s<y*s$j*fem (20. o g ) s:flqx. % frmwmur, 3&jekt 
3tsmmwLit 0 t7>f bmm. 111*1, sm^f^^ (soomn * 

20 *P;U £fcl::«ii«:g*U HfeHflsoaiJl^* (18 2. 5g, W99. 
0%) £#fc 0 

'H-NMR (3 00MHz, DMSO~d 6 ) 83. 0 7 (3H, s), 3. 84 
(3H, s), 4. 82 (2H, s), 5. 18 (2H, br), 6. 54 (2H, 
d, J = 8. 6Hz), 6. 78 ( 1 H, s), 7. 45 ( 2 H, d, J=8. 3 
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Hz), 7. 52 (2H, d, J=8. 5Hz), 7. 95 (2H, d, J=8. 
2 H z). 

(5) 4- (N— (4- (4- (4 B^^V/^y^T 5 J ) 7x=^) 



T^=f>asET, mmmi (4) 4- (n- (4- u-rsy? 

-2-^T^D/U) -N-^f/l/7?7^f;l/) ge£#8M?vl' (17 
4. Og, 0. 4 9 3 mo 1 ) IZt hy k Kn75> ( 1 0 0 0 m 1 , 5. 7 v/ 
w) SrAPx.^j5?$-arfc 0 M^mi (2) -e#bixfc4-i/^B^^ix/^yXT 
10 /vftF (12 0. 6g, 0. 6 4 lmo 1 ) ©r YyM Ynyyy (7 4 Om 
1,4.3 v/w) ig$£&ALfc 0 ftlfc (56. 4ml, 0. 986mol) 

fcJnx., ^t&T*iB#p«m#L7c 0 *^wt, h y r-tr h «7*?- h 

y »> A ( 1 0 4 . 5 g , 0. 4 9 3 m o 1 ) MUT* 1 . 5 mffl&W Ltc a 

7%#>'ik s (2 8. 2ml, 0. 493mol), h y 7* h * ^Tkftfc* "7l?f 

15 (52. 2g, 0. 2 4 6mol) ^*Px.MT' 1 . 5 B#|^jt# Lfc 0 

fmmm^m-rv v n« (2262ml, 1 3. 0 v / 

w) ilfl Wmii^f;K5 2 2m DftttUU 

&mm*MW& (17 4ml), ^fP^TK ( 5 2 2m 1 ) -Cli&ffifr Lfc„ fikK 

■?n^A(5o. og) Tfttfcu mfettfcttfea^sr^y* 

20 ^U* 5A^n-rf>77^ - o o *^ A : »»xf yu= 9 9 . 5: 
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0. 5) KTfllKU $k$*&®fc<£>mmit&® (8 0. 3g, IR*31. 0%) 

'H-NMR (3 0 0MHz, DMSO-d 6 ) 61. 16-1. 47 (5H, m), 

1. 65-1. 80 (5H, m), 2. 40-2. 55 (1H, m), 3. 60 (3 
5 H, s), 3. 83 (3H, s), 4. 22 (2H, d, J = 5. 5Hz), 4. 8 

1 (2H, s), 6. 32 (1H, t, J = 5. 5Hz), 6. 57 (1H, d, 
J=8. 7Hz), 6. 77 (1H, s), 7, 15 (2H, d, J = 8. 1Hz), 
7. 2 6 (2H, d, J =8. 1Hz), 7. 4 5 (2H, d, J = 8. 3 Hz), 
7. 53 (2H, d, J=8. 6Hz), 7. 94 (2H, d, J = 8. 3Hz). 
10 (6) 4- (N — (4- (4 - (N- (4 - 9 s9 AS) -N-/ 



rjv^y%my, mmmi (5) x*mbtiti4- (n- (4- (4- (4--> 

y^f/l') ^IWf^ (7 0. 3g, 0. 134mol) |:N, N-^f 
^7th7 5K (351ml, 5. 0 v /w) *Mz.tz 0 }) V J* 

(73. 9g, 0. 53 5 mol) *&Mm<Mz-tc e IfiT^O^Ijfl V s 
*3-/\stfim (5 0. 6ml, 0. 5 3 5 mo I ) *Mz.fz 0 5 0tt'llfP» 
20 !)<}J* (18. 4g, 0. 134mol) RXfi>* (12. 
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7ml, 0. 13 4mol) £JDx. 6 0 ICT* 2 mmfeW Lfc„ iSttll, n 
(4 2 2ml, 6. Ov/w) 1 l$|ffHt# tfc 0 M 

7k (5 6 2ml, 8. Ov/w) *Mx.tz a £ DfcM^it 

IU (3 5 2ml, 5. 0 v/w) y-»L^„ #?>tlfc 

5 Sfeiftl:fh7tKn77y (18 0ml) Sr^P^i, ^ig^Sriti®^ Mi&fc 

mmu &n&mfc<Dmm\t£® (42. i gl W58. 3%) zmtc 

'H-NMR (3 0 0MHz, DMSO - d 6 ) 81 . 16-1. 4 7 (5 H, m), 
1. 6 5- 1. 8 0 (5H, m), 2. 4 0- 2. 5 5 (1 H, m), 3. 01 (3 
H, s), 3. 07 (3H, s), 3. 83 (3H, s), 4. 54 (2H, s), 
10 4. 81 (2H, s), 6. 71 (2H, d , J=8. 9Hz), 6. 84 (1H, 
s), 7. 08-7. 16 (4H, m), 7. 46 (2H, d, J=8. 3Hz), 
7. 62 (2H, d, J = 8. 8Hz), 7. 94 ( 2 H, d, J = 8. 3Hz). 
(7) 4- (N — (4- (4- (N — (4 -i/f v^*ci/;l^<yi//U) -N-^ 

15 m 



TJU=iyn^T, MMMl (6) X-nhfltzA - (N — (4- (4- (N — (4 
p — **/A"<V*JM -N-^^T$/) 7^^^) -2-f7/J);U) 
-N-^^/UT 5 7 ^^-/W) $Sf^^f;K4 0. 7g, 7 5. 4mmol)|: 
20 f h7tKB77>(20 2ml, 5, 0 v / w) RTft 5 J -)V ( l 0 2 m 1 , 




o 
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3. ov/w) ztoz.tc 0 .5 ott*i#T, i N-frmik-r h y !>a*m (i 

5 1ml, 1 5 1 mm o 1 ) £AP;tfc 0 6 0tT'l B*|8I«#$, IKS* (173 
ml, 4. 25 v/w) SrJP^fco ^WT, 2N-I^ (75. 4ml, 151 
mmo 1) *&Mm<®.ALtz 0 in#^a^^, 4L£tc&&Zm&L, (4 
5 0 7mlK i^-*(2 04inl) Tli&gfcfrU ®BE^-f 5 ^ t XM&m 
fl: (39. 2 g) &#fc 0 

#£>*ifcHfe@ft (38. 2g) l;rF7kKP77y (172ml, 4. 5 
v/w) £*P;L, 5 0tflfiFf B litfLf; o IM, 7h7kKn77y (19 
ml, 0. 5 v/w) T'gfcftLfCo HffilC 5 O'CT'itftT, ^9J-fr (1 3 4 
10 ml, 3. 5 v/w), (13 4ml, 3. 5 v/w) SrNH&SEAU 5 Ot; 

6ml) T')5fe}^#. te^iit 5 r t T'^feifrOil^ (3 6. 5g, 
9 1 . 9 %) £#fc„ 

'H-NMR ( 3 0 OMH z , DMSO- d 6 ) 81 . 16-1. 47 (5 H, m), 
15 1. 6 5- 1. 8 0 (5H, m), 2. 4 0- 2. 5 5 (1 H, m), 3. 01 (3 

H, s), 3. 07 (3H, s), 4. 54 ( 2 H, s), 4. 81 (2H, s), 

6. 71 (2H, d, J = 9. 0Hz), 6. 83 (1H, s), 7. 08-7. 

16 (4H, m), 7. 43 (2H, d. J = 8. 4Hz), 7. 63 (2H, d, 

J = 8. 8Hz), 7. 92 (2H, d, J=8. 2Hz), 12. 85 (1H, 
20 b r s ) . 

m& 180-I8lt 

mmm 2 

4- (N — (4- (4- (4 u^iyiV^vViVjr*^) 7 - 
25 (1) 4- (4 n^vvU^iyvvU i/) T±Y? ^ 
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HO 




O 



4->^P^i/;^y-//l/7;^^;H7 4. 9g,0. 3 9 4 m o 1 ) \Z t> 
(2 2 5ml), 4 8%%ik7kmm (1 5 0ml) SrAPx, 5 OVX'l 4 B# 
PHittLfc. WHJi&TK (100ml), tfrfoM* (10 0ml), * 

(loomi), tafp^*TWM^i5fe^t, &m-?y*^vj»X'f&&Ltc 0 mm. 

-v^^fM;^7 U* (50 0ml) fc$fl¥U 4 - t Kn*S/T-fc r- 7x y 
^(50. 3g, 0. 369mol), £R* !J[)A (I53g, 1. llmol) 
^PXL, 4 O^IBHiffLfco 7K (7 5 0m l) SriRTU 

SILT, (9 3. 5g, IR*8 6. 6%) 

'H-NMR (4 00MHz, DMSO-d { ) 61. 15-1. 52 (5H, m), 
1. 5 8 - 1. 8 7 (5 H, m), 2. 47 ( 1 H, m), 2. 51 (3H, s), 
5. 15 (2H, s), 7. 10 (2H, d, J = 9. 3Hz), 7. 24 (2H, 
d, J = 8. 4Hz), 7. 36 (2H, d, J = 8. 4Hz), 7. 92 (2H, 
d, J = 9. 3Hz). 

(2) 2'-7ot- 4 - (4-v-^ D^drv-yu^^^^-^v/) 7tF7i7> 




Jfe^|2 (1) X*&btltz4 - (4 -v^ P^v'/l^Oi/yU^ix) 7th 
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7i/y (60. Og, 0. 195mol) ©1, 2-*J* h^rv^*^ (4 8 
Om 1 ) MMW^. ( 1 0 . 5ml, 0. 2 0 5 m o 1 ) (D 1 , 2-v^b 

(i 2 0ml) M^^M-C?iTL-fe 0 IIt'90«r#, 
T>*(6 0 0ml) ^ITU MT'3 0^P H m#Lfc o ffitti Lfcil&ffl&M, 
5 TkifeU n-^:/^-?ifcit&, &jiLT, mMit&Vo (6 8. 2 g, 0'. 

1%) *mtc 0 

'H-NMR (4 0 OMH z, CDC1,) 81. 18-1. 5 0 (5 H, m), 1. 
7 0- 1. 9 5 (5H, m), 2. 51 ( 1 H, m), 4. 38 (2H, s), 5. 
10 (2H, s), 7. 03 (2H, d, J = 8. 9Hz), 7. 24 (2H, d, 
10 J=8. 4Hz), 7. 34 (2H, d, J=8. 4Hz), 7. 96 (2H, d, 
J =8. 9H z). 

(3) 4- (4- (4- (4 a~.**/;W<V*J/V**\/) y x.=-)V) -2 




15 ni&mi (d x^mbtnti- u-^ h^v-^^^^^^^) -2-^ 

t!)U7 (33. Og, 0. 14 7.molK MMM 2 (2) -C#P>ftfc 2'-:/ 
D*-4- (4 -V* D^*5//l^Oi?yU^-df-i/) Tir h7i/> (6 2. 7 g, 
0. 1 6 2 m o 1 h S# (13. 6g, 0. 1 6 2 m o 1 ) K7-fc h = h JJyU (6 

3 0mi) ^»px. n AmmMMmvtco muiz-^mm. * (6 3 om i ) &fln 
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7tmM&T-imffl1fkWl>tz 0 *fttlLfcil£ft«r«iBU 5 0%7i? h~ h V /V (l 
3 0ml), tK (2L), ^-fy/Dk>x^7^ (5 0 0ml) T'H^St^, 
««tt, (7 6. 4g, £#7i 0 

'H-NMR (4 0 OMHz, DMSO-d 6 ) 81. 16-1. 47 (5H, m), 
5 1. 6 5- 1. 8 0 (5H, m), 2. 50 ( 1 H, m), 3. 84 (3H, s), 
4. 61 (2H, brs), 5. 06 (2H, s), 6. 91 (1H, s), 7. 0 
0 (2H, d, J=8. 9Hz), 7. 23 (2H, d, J=8. 1Hz), 7. 
35 (2H, d, J = 8. 1Hz), 7. 53 (2H, d, J = 8. 1Hz), 7. 
70 (2H, d, J = 8. 9Hz), 7. 94 (2H, d, J=8. 1Hz), 8. 
10 2 8 -8. 5 2 ( 1 H, brs). 

(4) 4- (N— (4- (4- {A-i/p n^vvl^VvvU^v') y^^/u) 



7^#1^T, (ti6 0%, 6. 0 9g, 0. 152 

15 mol) ©N, N-^f;^M7;F (13 0ml) 1 CC&T 

t\ mm.M2 o) vnbtiit 4 - (4- (4- (4-'>^D^'>^y^ 

7^=-;V) -2-f7/y^7 5 7^f/U) (6 5. 0 

g, 0. 127mol)©N, N-^f;^A7-; K(l30mi) fiHBfflu 
(15. Oml, 0. 15 9mol) iiftlTS, SltlHIB 
20 mWLtz 0 1 Ot&Tt% ^ y/n k>i^f ^ ( 1 9 5m I ( 1 3 Om 



O 
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d fcVl^-TVU (195ml), tK (130ml) X-WkVcft'&, %Ltik LT, ftJB 
<fc£#> (5 6. Og, 8 3. 7%) £*#fc, 

'H-NMR (4 0 OMH z,DMSO-d 6 ) 81. 16-1. 47 (5 H, m), 
5 1. 6 5 - 1. 8 6 (5 H, m), 2. 50 ( 1 H, m), 3. 09 (3H, s), 
3. 84 (3H, s), 4. 83 (2H, s), 5. 06 (2H, s), 7. 00 (2 
H, d, J=8. 9Hz), 7. 01 (1H, s), 7. 23 (2H, d, J=8. 
1Hz), 7. 35 (2H, d, J=8. 1Hz), 7. 46 (2H, d, J=8. 
1Hz), 7. 76 (2H, d, J = 8. 9Hz), 7. 94 (2H, d, J=8. 
10 1 H z ) . 

(5) 4- (N- (4- (4- (4 n^-y/U^yV'JU^^i/) 7i^) 



Hi&#'|2 (4) X*&biltc4- (N- (4- (4- (4 -is? P^vvU^y 
15 *Jfr**is) 7*~su) - /u) -N- *=?-;V7 \ S *3-;v) 

S$^M5 0. Og, 94. 9mmol)l:f h7tKP77V (2 5 0ml), 
^y-/M2 5 0ral), 2N-*Rftt M ^7^7kM (9 5. Oml, 19 
Ommo 1) £flP;t % 4 0 ftHAD&ilffi tfc„ Rjfcifcfc, 7K 

(310ml) frM*., Mfc^t^ 2N-Ii (95. Oml, 19 Omm 
20 o 1) fc«TU 9 0 Lfc. £tfc*gfi£it»U 7k (7 0 0mL) "C 



o 
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mftm, otm-tz * t x-mmits® us. 5 g , &m 9 9 . 7 %) &ntc 0 

'H-NMR (400MHz,DMSO-d 6 ) 81. 15-1. 47 (5H, m), 
1. 6 4- 1. 8 5 (5H, m), 2. 47 ( 1 H, m), 3. 09 (3H, s), 
4. 82 (2H, s), 5. 06 (2H, s), 7. 00 (2H, d, J = 9. 2 
5 Hz), 7. 02 (1H, s), 7. 23 (2H, d, J=8. 4Hz), 7. 35 

(2H, d, J=8. 4 Hz), 7. 42 (2H, d, J=8. 1Hz), 7. 7 
7 (2H, d, J = 9. 2Hz), 7. 92 (2H, d, J = 8. 1Hz). 

(6) 4- (N- (4- (4- (4 X2^**//\,s<yi?j\,jt**,) 7*-;U) 



0 





T/u=t>%mnr. mmm2 (5) -c#e>nfc4- (n- (4- (4- u- 

'^^) $611(3 0. O g> 5 8. 5mmol)OW^ 5 0tf 
1 N-*^fc# y (5 6. Oml) «riPx.fc|ft, 4 0M MM 

SUISSE (3:1, 150ml), x.? j—fr (210ml) ftJft-f-S 
:tT«^ (2 8. Og. l|X$9 0. 9%) £#fc D 

'H-NMR (400MHz,DMSO-d 6 ) 81. 17-1. 47 (5 H, m), 

1. 6 5 - 1. 8 4 (5H, m), 2. 50 ( 1 H, m), 3. 04 (3H, s), 

20 4. 7 1 (2 H, s), 5. 07 (2H, s), 6. 99 ( 1 H, s), 7. 00 (2 
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10 



EtO.C^s. q H 

► nW- 

H EtO,C^^ 



H, d, J = 8. 9Hz), 7. 19 (2H, d, J=8. 1Hz), 7. 23 (2 
H, d, J=8. 1Hz), 7. 36 (2H, d, J=8. 1Hz), 7. 77 (2 
H, d, J=8. 9Hz), 7. 79 (2H, d, J=8. 1Hz). 
M& 2 8 8 - 2 9 1 X: (ftM) 

mmm3 

4-. (N- (4- (4- (4->^n^->;Ky^7?y) - 
2-f-Ti/y^) -N-^W?/) 

(1) 4- ((4- (4--ha7i^) -2-f7^!J;l') 7^7) gc&#®? 

BrH 

MO, 

2'-^Bt-4-shB7th7x/y (87. ig, 0. 357molh 
1- {A-3LY**sl3fri?s=.>\,7^=-)V) -2-ft^7 (8 0. Og, 0. 
3 5 7mo l ) (07t h^h^Kl. 6 L) T/U^>#BiaT, lM, 

mmm^Ltz 0 mm^Mfe. %.f$.Ltc&&$:mm. &mLxtmik&%>> (15 

15 3 g, M9 4. 9%) £#7c„ 

'H-NMR (4 0 0MHz, DMSO-d 6 ) 61. 33 (3H, t, J = 7. 

1Hz), 4. 29 (2H, q, J = 7. 1Hz), 7. 84 ( 1 H, s), 7. 8 

7 (2H, d, J=9. 1Hz), 7. 97 (2H, d, J=8. 6Hz), 8. 

22 (2H, d, J = 8. 6Hz), 8. 27 (2H, d, J = 9. 2Hz), 1 
20 0. 8 2 ( 1 H, s). 

(2) 4- (N-^/l'-N- (4- (4-^ha7i-;U) - Z-^TW fr) 

BrH , 




EtO,C^ * Et0 2 C 
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%m%ifcT. M1fcM3 (1) T'#t>tifc4- ((4- (4-= hD7i=^) - 
757) $&S»if^ £ffc*3lfifc!fi (15 0g. 0. 3 3 
3mol)|:N, N-^^f/^M7;K (1. 0 5L, 7. Ov/w) ^jj 

x/c„ TkftjfjrK (i38 g , o. 999moi) zmnm<m 

5 *.fc„ ilt2 O^mWm. ^fvUHt (6 3. 2m l, 0. 6 6 6mol) 

^mxtio 6ot:-c2i^ra«^ *&«i#t, is®* (1. osl, 7. o v 

/w) SrJD^fc. Tk^TT'lNPM^^, £Cfc|g*&ttJ&U (4 5 0 

mD x-mmk. mmftm-tzz txm^^o^mit^ a 2 7 g , nx*9 

9 . 3 %) Sr#fc„ 

10 'H-NMR (4 0 0MHz, DMSO-d 6 ) 61. 34 ( 3 H, t, J = 7. 
1Hz), 3. 62 (3H, s), 4. 33 (2H, q, J = 7. 1Hz), 7. 7 
4 (2H, d, J=8. 8Hz), 7. 78 ( 1 H, s), 8. 03 (2H, d, 
J = 8. 8Hz), 8. 14 (2H, d, J = 9. OHz), 8. 28 (2H, d, 
J = 9. OHz). 

15 (3) 4- (N — (4- (4-7^7x^) -2-^T/y^) -N-/?- 

^^^9^T^ MM&]3 (2) T*#P>tifc4- (N-.*?vU-N- (4- (4- 
-^7x^U) _ 2 -f-7^y/P) 7^) $1111^ (1 2 3 g, 0. 

20 3 2 lmo 1 ) {' N, N-S?* fvMvUAT $ K (1. 2 0 L, 10. Ov/w) 
£JPx.fc. i[jft«»T. ffi-^^-^-t M (80% purity, 210 
g, 0. 9 6 3mol) mfc, ilflO«, M (123ml, 
1. Ov/w) fc&jgtaKfl!*.fc. lOOtf 1. 5l$ffltt#@L H)xf/|,7 
^ (2 2 3ml, 1. 6lmo 1) ^8 0tfJ)Oi, Ifi$T'i$ Lfc„ gfi 

25 -Cll^raai^, (1. 1 L, 9. Ov/w) £APx.fc„ M"C 30 
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ffikx-i-Mi. 2 o uf-iatomu ^mmzMm*. (4oomi). $m 

(4 0 Om l)X-m&fcft'&. mm-*?*!/*?* (6 0 g) -Cft«ftLfc„ i* 

£$J(6 7. Og,)R^6 3. 0%) £#fc D 
5 'H-NMR (4 00MHz, DMSO~d 6 ) 81. 33 (3H, t, J = 7. 
OHz), 3. 57 (3H, s), 4. 32 ( 2 H, q, J = 7. OHz), 5. 2 
7 (2H, brs), 6. 59 (2H, d, J = 8. 6Hz), 7. 02 (1H, 
s), 7. 56 (2H, d, J=8. 6Hz), 7. 71 ( 2 H, d, J=9. 0 
Hz), 7. 99 (2H, d, J = 9. OHz). 
10 (4) 4- (N- (4- (4- (4-^BA^M^r$/) 7i=^) 




mm%mr. mmmz o) -c#btifc4- (n- (4- (4-r^7x- 

15 ;H -2-^7/!)^) -N-^W57) $|fiif/K5 1. Og, 0. 
144mo l)l:fF7t Kd 77^ (306ml, 6. 0 v/w) &Mz.tz 0 ^ 
ffifl!#T\ M0U (2) X-'&bfrtzA-is? D^^VXT^f t K (3 
0. Og, 0. 1 5 8 m o 1 ) <7>X Kn7?y (153ml, 3. 0 v / 

w) &$t£&ALfc 0 f F?tKo75> (51ml, 1. 0 v/w) T'gfcv^ 

))«7A(46. Og, 0. 216mol),ftS (12. 4ml, 0. 216mo 

* (5iomi, io. ov/w) *'&n.m<Mz.tz 0 mmximmmwm. m 
ixf/K4 0 8m i )T-tamu ^mmzmmfr (255ml), ma-km* (2 

25 ' 5 5m\)vm*mft&* ? **s V J* (5 0 g) -CfcjftLfc. ?tti&, 
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^iks #b*tfc«feB#fc* 4 f/WT/W3-;P (5 1 0m J , 10. Ov 

/w) SrAnx., eottlNFffijl^Lfc, 7k^TT*lB#M#^, 
ttl&U -i y/n f/UT^a-^ (102ralK tert -l/fvM fvl^— T 
^ ( 1 0 2 m 1 ) T?*iM*, »JEEftjS|-t-5 r. £ T*g*3tfe@fctf)$Jifl;£«5 (58. 
5 0 g, IRS* 7 7. 0%) £^fc 0 

'H-NMR (4 0 0MHz, DMSO-d«) 61. 2 3- 1. 4 0 (8H, m,), 
1. 6 7 - 1. 7 8 ( 5H, m), 2. 46 ( 1 H, s), 3. 56 (3H, s), 
4. 24 (2H, d, J = 6. 1Hz), 4. 31 (2H, q, J = 7. 1Hz), 
6. 35 (1H, t, J = 6. 1Hz), 6. 60 (2H, d, J=8. 6Hz), 
10 7. 01 (1H, s), 7. 16 (2H, d, J = 7. 6Hz), 7. 27 (6H, 
d, J = 7. 6Hz), 7. 57 (2H, d, J=8. 6Hz), 7. 70 (2H, 
d, J = 8. 9Hz), 7. 98 (2H, d, J=8. 9Hz). 
(5) 4- (N- (4- (4- (4 P^drvvl^O i/jUT $ J ) y^-;V) 

-2-fryu/H -n-*?vut5/) 




^^mMT> ^J60"J3 (4) f#e>tlfc4- (N- (4- (4- (4-">*n 

$|.fixf;u(5 2. Og, 98. 9 mm o 1 ) \LT V y t K p 7 y 1/ ( 3 1 2 
m 1 , 6. 0 v/wh *9 S—fr (10 4ml, 2. 0 v/w) *Mz.1t 0 
20 jiJ^T, 2 N -Amt-T bf> (98. 9ml, 197. 8mmol) 

MX-fc 6 0TCT*2BfF n lSm ?i@7k (10 4ml, 2. Ov/w) ^APx 
fto KlbtoWT, 2N-tt (98. 9ml, 197. 8mmol) 
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&a Lit, tk^tt- i #mm#&. ± ttzfa&zmm use* ( i 5 6 m i ) x* 
fm®.s *£Eft«ii-s r t x-n&mfc (51. 9 g ) *®it 0 nbfrtzn&mfc 

5 0. Og|:f h7tKP77>(7 5 0ml, 15. 0 v/w) SrAPx., 6 0°C 

M£-e#fc&m, it®Sr«giJtr h7 t Ko7?y (100 

5 ml, 2. 0 v/w) "Cifefrbfco Mjf#T, ffiffcl^* 7 (1 5 0ml). 
HKS* (15 0ml) SrUgJfcffiAUfc. ^fClHISIjfi, £Cfc*££*r» 
SlU (2 0 0ml), 5 0%^*/~yMc (2 0 0ml) T'HI#:ft:fr$, 

l^iEKit 5 r t T'tfeH*©ffiliit^i (3 3. 6g) *ntz 0 
(3 5 0ml, 7. Ov/w) ^r^llx., Sfif2«IFIft)f Lfc„ QLCtcte&Zm 
10 »U (2 0 Om 1 ) Z Z b X*tm&®fcv>W 

mit&to (3 2. lg, IR3S6 4. 2%) 

'H-NMR (4 0 OMH z,DMSO-d 6 ) 61. 20-1. 40 (5 H, m), 
1. 6 7 - 1. 7 8 (5H, m), 2. 43 ( 1 H, m), 3. 56 ( 1 H, s), 
4. 23 (3H, d, J = 5. 1Hz), 6. 34 (1H, brt, J = 5. 1H 

15 z), 6. 60 (2H, d, J = 8. 6Hz), 6. 98 (1H, s), 7. 16 (2 
H, d, J = 8. 1Hz), 7. 27 (2H, d, J=8. 1Hz), 7. 57 (2 
H, d, J=8. 6Hz), 7. 67 (2H, d, J=8. 9Hz), 7. 97 (2 
H, d, J = 8. 9H z). 
iRjft 2 5 2 - 2 5 3°C (#«?) 

20 »^J1^Pj3 t^W^fet-J: ^fc&gKJ&C^flfL^fcSrfflV^r £ 

4- (4- (4-^/^/l/7?/7i-;K — 2 —^T V V /\*T ^ 7 ) 

6 (HifetfHh 

4- (4- (4- (4-ter t - -f^/U^y V j jVT x /) 7 a.=-)V) - 2 - 
25 f7/y^7;;) $ISt (^«5), 

4- (4- (4- (4 -i/>? u^3r~y)Vs<y^ J )VT $ / ) 7ai^/U) -2-^ 
. 7/y^7^) £&#g£ (^^6), 

75 



WO 03/048140 



PCT/JP02/12673 



4- (N- (4- (4 -s<y/4A'T 5 J -2-f7/U/l') -N- 

^^^7>; y) (HJfcflsm, 

4- (N- (4- (4- (4 -i^ P^^Wl^^yV/UT 5 y ) 7^-^) - 
5 4- (N — (4- (4-^^^7 5 7 71^) -2-f7)/!J/l/) -N- 
4- (N — (4- (4- (4 - is 9 *v//I/'<yy^/l,7 $ 7 ) y^=.;V) - 

-N--ry^ptvuT5y) (litem oh 

4- (N— (4- (4- (v-y P^drf-y^/UTH^yPT $ /) 7i=^) -2- 
10 ^T/y/U) -N-xW^Z) $,|fSI (UMl 1), 

4- (N- (4- (4- (y^D^^f-y*;^-;U7^/) 7x^) -2- 

^Ty'U/U) -N-^y^P tVWT$y) (litem 2 h 

4- (N— (4- (4- (•>7o^= ) ftyi?;U^7$/) -2- 

15 4- (N-#;U#>i/y fvU-N- (4- (4 - (v'y- P^iJ-^/U/tf^^r 

^y) 7x^;n 75 y) $&#S£ (ISMh), 

4- (N — (4- (4-^y^^75y7x=/U) - 2-f7/y^) -N- 

4- (N- (4- (4-^y/^/P7577x^) - -N- 
20 ^^7ft>v-yf-;UT5 y) (mmmi 6h 

4- (n — (4- (4- (4-y^p^^y/^yy^;u7 5/ ) - 

4- (N-A;l'# + ->yf/l'-N- (4- (4- ( 4 - p^-=¥ v-zU^^y-f 
25 4 - (N — (4- (4- (4 -*y# a^i/jUsOyfj ;U7 5 y ) 7 - 

-N-^w^y) Gfetem 9h 

4- (N — (4- (4- (4-ter t-7f/^y^^7^;) 7x^) 
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4- (4- (4- (4 - i/f zi^*ci/}Vs<yi//\,*3rls) y ^zi/u) - 2 -=fT 

/y/iyr^y) (Hifimi), 

4- (N — (4- (4- (4 - o^^v'/l^<^v f /P^-^v') -2 

4- (N- (4- (4- (A—i?? u^*f-isA"<yi?A'7t*-i>') 7x=yP) -2 

4- (N- (4- (4- (4 -v^ D^^v/;l"<yv ! ;l't*v') 731—^) -2 

10 4- (N — (4- (4- (4-'>*n^*S//l"<V5?/M-'*$/) y^=.;U) -2 

4- (N- O-^^^yyneyV) -N- (4- (4- (4 - v"^ da+j/ 

yU^^v?/^^^) 7xr;|,) -2-^T/y/l-) 7?/) (HJS^J 2 
6), 

15 3- (4- (4- (4 D^^^/v^yy^/UT^ y ) -1-=f- 

tvdjvtx;) &&mm. mmm 27), 

3- (N- (4- (4- (4 -v"£ P^^W^yy^f/l'T 5 y) 7i-;U) - 

4- (N->fy/D^-N- (4- (4- (4 y 5 y ) 

20 7xx;H _2-^T/y^) T$y) 4ftSfe«tE (^Jfi^29), 

3- (N->f y/o tVl^-N- (4- (4- (4-tVi)i;;/<y/^;i,7> y) 

3- (n — fy^ntr/u-N- (4- (4- (4-^*y y^y/^^7;y) 

7^-/U) -2-?-T*/!JA') 75y) £flft& (31*6013 lh 

25 4 - (N-'fy/n^-N- (4- (4- (4 - t'^U vV ^^TV/UT x J ) 
7 -2-f7yy^) 7^y) $|f| ($tttil3 2h 

4- (N--T yyp fcVl^-N- (4- (4- (4- 

77 



WO 03/048140 



PCT/JP02/I2673 



W\ 3 3), 

4- (N- (4- (4- (4 V^**S A,** 9 s) 7i=/l') -2 
5 4- (N- (4- (4- (4- (3, 5 - v>y fvU y *J J ) 

c i s-4 - (N — (4- (4 - (4- (2, 6-^^/^*!) 7) ^>V r 
-f/UT5;y) 7i=;l/) -2-fr/!)/u) -N--< y y n fcVur 5 J ) 
10 & (2O£0>]3 6), 

4- (N-^y/nt>-N- (4- (4- (4- (4-^f^-l-tX5^ 

y *a (»J3 7), 

2-^pd-4 - (N- (4 - (4- (4-i/^a^v';l/'<y/^;U75y) 

15 y^-iv) -2-f7^!J/u) -n-^ yyn \z?vr% y) ^111 («#J3 

8), 

2-^pp-4- (N--!' yy°D tVU-N- (4- (4- (4-fcVJJi>y/<y 

y-Y^r^y) y^~^) - 2-f7/u^) r^y) £S#ig £&£ 
#J 3 9 ) N 

20 2-^ud-4- (N--Y y/P tVP-N- (4- (4- (4-W!) /^<y 
94/VT%J) 7*-;u) -2-f-T/yyu) 75 y) J£Hi£ 
0>J4 0), 

2-ypp-4 - (N--f y^D H'/U-N- (4- (4- (4- 
1-^7^) -<^y-fyur$y) 7i-yK -2-f7/!)^) 7^7) 
25 3cJ&#gfe (^M4 1), 

4- (1- (4- (4- (4 — P^^->yW<;y vvl^^ri/) 7 -2 
-?T*7V*) (S)fc0!|4 2) x 
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4- (l- (4- (4- (4-^o^^My^^7?y) y.^=./u) - 
4- a-y^/u-i- (4- (4- (4 y y ^w^/ur $ y ) 7* 

-2-f7/!)/H ^^/U) £J&#» (»W44), 
5 4- (l-^/V-l - (4- (4- (4 -fe'^y ^>y*^/UT $ 7 ) 7j 

4- (N — (4- (4- (4-^nA^i/;i/7f!)^7^/) 7i^l/) -2 
-^T^/y/lO -N-^fy7nt>7^) (HJ&flM 6h 

4 - (4- (4- (4-t e r t -7f y^y^my) 7 -2-^ 
10 7^U;M ?vw) 3fS#BI (*^0H 4 7). 

4- (4- (4- (4 -v'* o^^'>;^yv'/l/t#'y) 7x^U) - 2 -f 7 
i/y/M^/U) («^J4 8) > 

4- (4- (4- (4 -^/UxK*^^^/^*^) 7^— yU) -2-f7/!J 
/Mfvu) SSW(HJte0il4 9), 
15 (4- (N- (4- (4- P^-y->#/U/tf~/UT 5 J ) 7x^) -2 

-f7yy;u) -N-^y7nt>7?y) 7xy^y) g|& (Ute^Jso), 

(4- (N- (4- (4- (4 u^*i/;[,^<yy's( ;UT K J ) 

4 - (N- (4- (4- (4 - is? D^-^y/l/^y/^^ $ / ) 7^=^) - 
20 2-f77U/v) — N — ry^ntV^T$y) -2, 3, 5, 6-rh7 7/^ 

p£&^$ mmm5 2h 

(4- (N--r y^p tvw- n- (4- (4- (4-t°-<!; ^y^^yv^r? 

y) 7x^/1/) -2-f7/y>) 7^;y) 7jcy*i/) stBfc (^JS^i|5 3), 
(4- (N-^77Pt>-N- (4- (4- (4 —t/l'Tfr ]) y ^■yy'yf ;UT $ 

25 y) 7^^^) -2-^-r/y^) 75 y) 7^y*>') (HMJ5 4h 

(4- (N — (4- (4- (3, ( h 1» 7/^ay fvU) ^yy"^;U7 

$y) 7*=/i') -2-f7y*!J^) -n-^< yyp tvur 5: y ) 7iA-y) 
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mm (mmms 5). 

(4- (N- (4- (4 - (3, 5-^no^y^;U7^/) y - 

(4- (n--t yyp tvu-N- (4- (4- (2-e^y vV.-s-ey >>> 

4- (N- (4- (4- (4 u^l/j\,s<vV4 JVT 5 /) - 
4- (N-'>yo^i//Mf^-N- (4- (4- (4-h!J7^t0>!«f/V 

io ^y/^^^) 7i=/H -2-^ryy/u) 75;) (Hifeflls 

9), 

4- (N- (4- (4- (N- (4 —yy P^drvvl^>y^/U) -N-y.fvU' 

75/) 7^=/u) -N--f y^a tvur^y) (H 

J£0ij6Oh 

15 4- ((N- (4- (4- ,UT \ /) - 

2-^-T/y/U) -N-^yyntVUT^/) /• fvW) (3SJfi«6 1h 

4- ((N fy7Pt>-N- (4- (4 - Vj^yV'ifrTKJ) 

y*-/u) -2-zF-tWju) r^y) y^u) (»6 2K 

4 - ((N--< y/n t°/U--N- (4 - (4 - (4 -*juft \) J s<y/S ;VT ^J) 
20 y^=-fV) -2-f7yil/U) 757) y^^) £&#g| (*Jfc0ij6 3h 

4- ((N- (4- (4- (4-t'7x-/^/Ut^75/) -2- 

fryy/i') -N-^y/pw?;) yf/u) £m#g£ (HM6 4K 

4- ((N- (4- (4- V***t*/A"<ls*?Astti/) 7^-/U) -2 

,-^yy/p) -N-^-y^D tvuT^y) 

25 4- (2- (4- (4- (4-i/^ D^^^/^>y>T/Wr 5 /) - 

2-f7yy^) i^/u) (»6 6), 

4- (N- (4- (4- (4-~>yDA.^y/^yi;;u75y) -2 
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4- (4- (4- (4 -is? u-^*isrv<W 4 ;u7 5 J ) y^-su) -2—f- 

rvy /m (mmm 6 8 l 

4- (4- (4- (4--T y-futf**/^*/^ tV7 % J) y*~M -2-^ 
5 7/!)/Mf/H $111 (IWI69K 

4- (4- (4- (4- (1-trnJJ/U) ^^/i/l/T^y) - 2- 

4- (4- (4- (4 -is? u^^isA^yisj^^-is) y 3L=.jV) -2-^-T 
*/-As*fls-$~As) (£J6fl|7 1), 

10 4- (4- (4- (4 - is? a^$-i//Us<yi>/Uj-lri/) y^ — zU) 

W^Ti/) -3- (2-is?u^*is;U* h*is.) $||| («0J7 2h 
3 -^yi>/U**i/- 4 - (4- (4- (4 D^drv/y^y^/U^-drv') 
-2-f7/!J^;/) £&#B£ (H*fc#j7 3K 

3- (4 -jj/Utf*f-i/X>'i//\s#*i') - A- (4- (4- (4 - is? D^drv- 
15 /l^^/M"*^) 7 S =;H - (2**011 7 4), 

4- is? u^*isjU-N- (4- (2- (N-'f V7°ot>-N- (4- (1H 
-f V yV—fr- 5 ->f/U) 7^-^) 7$/) -4-f7/!J^) 7i^) 
^X7? K (3lJfc#|7 5), 

3- (2- (4- (4- (4-v'^D^v'^y/^;l/7$/) - 
20 2-f7/y^) ^fvlO gcS#ife (HJ&0iJ7 6h 

4- ((N- (4- (4- (3, 4-is? aus<yissU**ris) y -2- 

N- (4- (4- (4 -is? U^is/V^lsitjVX^is) 7i^/U) -2-^7 

5/JJ/U) — N f77at>- (4- ( 1 H-7- hyS-SU- 5 ->f/U) 

25 /U) 7;y (Hffiffl 7 8), 

N- (4- (4- (4 - is? u^isiV^yis/Vir^-is) y^^ju) -2-^7 
yy/U) -N--T y^P tVU- (4- (lH-f h7/-^"5-'f/l') -<>v> 
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fr) T*y (Hli£0ij7 9), 

N- (4- (4- (4 - */9 n^-yiv^y^iv^-i^i/) 7i-^) - 2 -=fT 

yy/u) -n — ry^ntvu- (3- (ih-t h 7/-^-5-^;w) -<^v? 
» (Uteris o), 

5 4- ((4- (4- (4 -i/f u^^ri/;^y f J/VHr^i/) y^=.;v) - 2-^7 
/ V *T 5 /) * (HJfc^J 8 1), 

4- ((N- (4- (4- (4 P^^rV/l"<yv f /^*i/) 7i-;l/) -2 

-fryy/i') -N-^w^y) y?vu) («#j8 2h 

4- ((N- (4- (4- (4- (4-7;^a7i-^) - 2 - y =f)V- 5 - ^ 

io 7-/D/M h*-» -N-^y/ptvur^y) 

yfvP) (Hffi0j8 3), 

4- ((N — (4- (4- (4'-^dp-4-^ ol^A,- 2-j/U* 

mmms 4), 

15 4- ((N-'fy^D^-N- (4- (4- (4-yfvU-2- (4-M7/U 
tn^f^7i^) -5-f7)/!i/M hdfv') 7i=;P) -2-f 7'/ 
7?;) y?vW) $&mm {nMM8 5), 

N- (4- (4- (4 - is 9 P^iz/U^^iz/U^drv-) 7x^) -2-^7 
SDsis) -N--C y^P tVu- (2- ( 1 H-r h^y-zk- 5 -W/u) ^^v 5 

20 /u) > mmms eh 

3- ((N- (4- (4- (4 -y# u^$ri/)V<W)Vir*i/) ~7 x.=-;U) -2 

-f7yy^) -N-^y/PbVur^y) y^vw) (^t«87) 4 

2- ((N — (4- (4- (4 - 9 s9 n^.df-v'/^y^t^'y) 7^~/U) -2 

-f7/y/u) -n--y yyp t'/PT 5 y) y^vu) (HMssh 

25 4— (N-(4-(4-(3, 4-y^DD^y^^^v/) ^jl^/U) -2- 

4- (1- (4- (4- (3, 4-^0 0/45/5?^^) -2- 
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4- (1- (4- (4- (4 a~.*ri/jl"<yi?/U$-*i/) 7i = ^) -2 

-fr/y^) ^n^yf^) (*ift«9i), 

4- (1 - (4- (4- (4-k'7x-!);M h*;X) 7i^) -2-W 
5 y/l/) -l-^fvWcfvl') $|f| (3lJ60ij9 2h 

4- (1- (4- (4- (3, 4-v i ^pn'<y^/u^#i/) 7i-;H -2- 

4- (4- (4- (3, 4-i/^oo'<y^l't^V) -2-^7^ 

10 4 - (4- (4 - (4-l^7i=:!)/W h - 2-f7/U^7 

5/) (*M9 5), 

4- (N- (4- (4- (3, 4 -v^ d u^vViVjr**/) 7i=^) -2- 

4 - (N- (4 - (4- (3, 4 - i>t p o^^^^v') 71-^) -2- 
15 ^T/y/U) -N- (2-^W?7if^) 7$y) (HiS#l9 
7), 

4- (N— (4- (4- (3, 4-v i ^DDXyv?/^^i/) T7;r=/U) - 2- 
J-TVyjV) — N— (2-^^v?yif;u) 7 5 7) (^9 8), 

4- (N- (4- (4- (3, 4-i>2 uv^yi/frX^i/) 7*~jls) -2- 

20 f7/!J/U) — N — (2-n*->xf;H 75/) (&Sfe0(l9 9h 

4- (1- (4- (4- (4 - is? P^^v^/U^O-^/U^-df 7ii^ -2 
-f7/U^) v^p^=*->/W) (H««100), 
4- (4- (4- (4- (4 - i/f u^*i/jV^l/isjVjt*ci') 7i-;l/) -2 
-f7yy;H r- K7 t Kp t'7>-4->f/w) £&#gfe (&*fim 0 1 h 

25 4 - (N- (4 - (4 - (N- ( 4 - 9 y >? p ^ * vvl"< V \> /U) -N-^^vUT 
$y) 7i=yu) -2-^T/y^) -N-^W$;/f/V) SMSH" h 

y (ntfem 0 2), 
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4- ((N-^yynt>-N- (4- (4- (4- h ] J 7 * ? fr^ls *J ;V 

y^~;u) -2-f7/y;u) y^vu) £&#g? (^10 

3), 

4- ((N- (4- (4- (4- t e r t - y^vW^-fef^/Utf^/UT $ J ) 7 

5 i-^) -n— r yy*n tvur^ y ) y^vu) (gg 

Jfe#J 1 0 4 ) , 

4- ((N — (4- (4- (3, ^x/U^^U7^y) = 

/u) -N--r yy°P \?>vt%j) y^/u) £,g.#$? (H^J 

10 5), 

10 4-((N--ryy p a tvu-N- (4 - (4 - U-hy yyi^py fvi^vi? > 
w^r?;) y^-yu) - r^y) y^/u) (H 

JS^J 10 6). 

4- ((N — (4- (4- (4 - is 9 D^»3rv7t^<;/i? y X /Ufc ;UT $ y ) 7i 

- 2-f7/y;u) -n-w yyp M)vr % y) y^/u) (%m 

15 «10 7), 

4- ((N- (4- (4- (4 -is? u^is/U^yiS/lsX/uy 7 =l/i>) y^-ju) 

-n-^ yy*a tvur^y) y^) £&#gg (ittiio 

8), 

4- ((N- (4- (4-^y^T^7i-^) -N- 

20 ^yyptyur^y) y?yu) £&#s& (»io9), 

4- ((N- (4- (4- (N — (4 -v-y P^^/I^^if -n 

-y^vur^y) y^~/u) -2-f7/y/H -n-^ yy°p tvur $ y) y 
(2**09 1.1 o), 

4- ((N — (4- (4- (4 - P^^v'/U^^/U^v') 7j^) -2 

25 -fr/y^) -N-yptvur^y) y^/u) (naswi n), 

4 - ((N— (4 - (4 - (4 - i/y P^drv/l^^^ y ^^yu^-yu) y ^ 

- 2-^7/!)^) -N--r yya tvur? y) y?yu) $i§| (mm 
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m 1 1 2 ) , 

4- ((N-^^v^/U-N- (4- (4- (4 - */9 u^yjU^yy^U^^-y) 
7x^) 7?vu) (lHifc#)l 1 3), 

4- ((N- (4- (4- (N-'Ov ? /L'-N- (4 - P^df vvt^^vvU) 

5 r$y) -2->7yy^j -N-^f/u7$;) ^f/O 

(«0U 1 4), 

4- ((N- (4- (4- (4-V^D^v';l"<y^75;) 7i=/l') -2 

-f/yy^) -N-^w^y) y^/w) (mfcwi 15), 

4- ((N- P^df-i/yP^ fvU-N— (4- (4- (3, 

10 ;wr$y) T^y) sstit (Hlfe^Ji 

1 6), 

4- ((N — (4- (4- (k** (3, 4-^DC<y^) 7 5 7) 
Ml 17), 

15 4- ((IM-v^ D^3f5//V> ^/U-N- (4 - (4- (N- (3, 

^y-^) -N-^W57) -2-f7/!J^) 757) 7 ?vu) 

118), 

4- ((N- (4- (4- (N — T D/L'— N— (4 — y$ a ^^-y/U^iyiz/u) 7 
57) 37^~/u) - 2-f77!J^) tJ-fr) (H 

20 Jfc#J 119), 

4- ((N- (4- (4- (4 -is? D's + i/yKy^^Jfy) /U) -2 

0), 

4- ((N — (4- (4- (4 - */9 n^^-y/v^yiz/vir^y) y^—su) -2 
25 -f-Ty'D/l-) -N-7^/WT5:y) tfAA N - 7 ^/U- D - ^ 

#5^J£ (Hifc0U 2 1), 

4- ((N- (4- (4- (4 u^*cy/Us<yi//U** y) 7x- /U) -2 

85 



WO 03/048140 



PCT/JP02/12673 



fvu) (2Ufe0i| 12 2), 

4- ((N- (4- (4- (N-'O^/b-N-^^ p^df-v-zu^ ^/UT $ 7) 7 
-2-f-T/y/U) -N-^W?;) 7«?VU) («0i]l 

5 2 3), 

4 - ((N- (4 - (4 - (N-v^ P^v'^/.fvl'-N- (4 - H U 7/U*P 
7?^) £&#g£ (^JS^Jl 2 4), 

4- (4- (4- (4 -y"? v^*y/U'<yi?/Ujr*y') 7 a:~/t7) - 2 -f7 
10 y-^/utf^u) h <J (HJfctfi] 12 5), 

4- (4- (4- (4 v^*i/frs<V-yjV**i/) 7 x.=-tV) - 2 -f 7 

y-zl^/l^-vl-O ^.&§^*y^A (HJi0i|l2 6), 

4- ((N--T )/7°n t'/U-N- (4- (4- ( 3 - t°^< U v>7 ^<y *Jf\sit**y) 

y^=.)V) -2-f-zyy/u) 757) y^vu) £&%m -mm& mmmi 

15 2 7), 

4- (N — (4- (4- (3, 4-^no^^7 57) 7i=^) -2- 
^7V^))V) -N-^W^) (IHJ&M 1 2 8), 

4- (N-y? n^.$rl/)\,j. ^/U-N- (4- (4- (3, 4 - p p^>- v= 
/l'7;/) 7i-^) -2-f77!iyH 7 5 7) (3Ufc#iJ 1 2 9), 

20 4 - (N- %/? P^^rv-^y ^vU-N- (4- (4- ( 4 7 T/p t'/W<y *y 
/U7 5 7) 7*.-)V) 7 5/) (SIIPI13 0), 

4- (N-v^ P^^i/yl^y. fvU-N- (4- (4- (4-^y7'f;^>'i//l/ 
75 7) y^=/U) -2-f7/y^) 757) (Hife0iJ 1 3 1), 

4- (N- (4- (4- (N — (4 - v"? P^drv'/^Vv'/U) -N-yf;P7 

25 $7) 7^/u) -2-f7/!);H -N-yf^75/) (HJS^J 1 

32), 

4- (N-y^-N- (4 - (4 - (4-M 7/1^ P 7- f/^7-7/U7 5 7) 
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y^^jv) 7?y) %&mm (»i3 3), 

4- (N-v'? a^is/U/^/U-N- (4- (4- ( 4 - h V V i^ic n * 

^y->7^y) 7j-;H 7^) (Mm 3 

4), 

5 4- ((N- (4- (4- (N-v^ D^dr->^y 5vU-N- ( 4 - h JJ y/l^D 
y fvu^^vyu) 75 7) y*-^) -2-f7/!);P) -N--T y y°p fcVWT 
5/) ^fvU) 2c&#^ (»J1 3 5). 

4- ( (N — { yy°o t°/U-N- (4- (4- (N- (fh7t Ko b°7^-4- 
•Y/Mfvu) -N- (4-HJ7/^D^f;K>^) 75 y) 7a:~/u) - 
10 7 5/) ^fvW) (H;&fc0U3 6h 

4- (N-^f/W-N- (4- (4- (N-^f^-N- (4-M7/^ay 

fvi"<:/vvu) 75/) 7^^/u) -2-^ryy/u) 75/) %&&m (mtfo 

«13 7), 

4- (4^ (3- (4 - i/f u^*i/;V^s.i/jV*3ri/) 7i = ;H -2-^7 

15 )/!)^7?7) 13 8), 

4- (N- (4- (3- (4 -v^ D^^v'/^yv?/l't*-» 7x = /U) -2 
-f-T/^/W) -N-y W;7) (^JfctfiJ 1 3 9 h 

4- (N- (4- (3- (4 - D^drv-/^^>v?/U^-drv-) 7i^) -2 
-f"7/!i /I') -N-xW57) $tfi (HJfctfiJ 1 4 0 ) , 

20 4 - (N — (4- (3- (4 u^lf-is/U^yi/jlsyi-lri/) y^=./U) -2 

-^•r/U/w) -n--t yya tvu7 5 /) Wl4 1) > 

4 - (N — (4 - (3- (4-^^ n^vvl^i/S^a-^v') 7^-/U) -2 
-f7/i)^) -N--/^n^*y;MW^7) £MSfe (lt«14 2), 
4- ((N- (4- (3- (4- P^v^l^^v^;**^) 7i^) -2 
25 -f7/y^) -N-y W^7) (HlfeOTl4 3), 

4 - ((N— (4 - (3 - (4-->^n^->yl/^yi>/^v') 7x=/l/) -2 

-^r/y/u) -N-^yyotvur^y) y-^/u) (Hife«i4 4h 
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4- ((N- (4- (3- (4 u^^r^)V^<vV)^it^--y) -2 

-fT/yyu) -N-*y>? u^i/frt^/vr % J) (MMM 
14 5), 

4- ((N- (4- (3- (4-^D^'>y^y^/U7;/) 7x=/U) - 
5 -N-^ y/c tVU7$ /) y^)£&#$?(^J&0i)l 4 6), 

4- ((N- (4- (3- (4 — n^*i//l"<y& l/7.)Vfc=DVT 5 7) 7i 

=/H -2-f7yy/u) -N-^y/ot>7>/) y^/u) mm 

M 1 4 7 ) , 

4- (4- (2-^y^/V^^y-5-^na7i-^) - 2 -f"T V y /UT 5 
10 /) £&#g£ (£tt0!|l 4 8), 

4- (1- (4— (2 -^VvvM-^rv"- 5 d d y^^/U) -2-f-T)/ x ) 
/u) - 1 - y f/Hf/W £&#g£ 14 9), 

4— (4- (2 - ^yv ; ;^^->- 5 - ^ p p 7x-/l/) -2-f7/!J;U7^ 
/) -3- (2-y^P^^y^xhdr-» (^iiS^J15 0), 

15 4- (N- (4- (2-^y^Jfi/-5-^nD7i^U) -2-f-Ti/y 
/U ) _ N _^, ur$y) £,g^ (H*£0i]l5l), 

4- (N- (4- (2-'<yi/;^v'-5-)DD7j^) -2-f-7*/D 
/u) _ N _ (2-v-^ u^*i,;V^,\,) 7;/) (H^Jl 5 2), 

4- (N — (4- (2 -^<y -^df y- 5 - ^ n p 7i^;u) 
20 ;u) -N- (2-7^/dr^^/U) 7^) (3?*fc0ijl 5 3), 

4- (4- (2 -^y^^f->- 5 -y hdrv-7i-/W) -2-f7yy^7 

?y) mmmi 54), 

4- (4- (5 Y^-iy- 2 - (4 - h V ~7>virv y ^tv^y-yiv-^^^y) y 
_ 2 _^ T)/!j/U75y) £ M gg (HifcfliJl 5 5), 

25 3 -^✓'vvu^v'- 4 - (4 - (2-^^;^'>- 5 -y h^i/?^^) 
-2-f7/y/U7?7) 1 5 6), 

4- (4- (2- (4 - *y$ D^df v^yU^<>v?/U^-drv) _ 5 |, =^0,-7 ^ _ 
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/u) -2-f7/y;i'7?y) 3cS#» (HifcW 1 5 7-h 

5- (4- ( 2 -'O'vVl'^^rv'- 5 — ^ d p 7^— ;U) - 2—7-T*/ V fistf- 
A") - 2 -t h'0#m«t (HlfiWl 5 8), 

4- (N- (4- ( 2 --<y y/Ut^^- 5 - ^ o n 7 x -2-^7^/!) 
5 As) — N — (4-M)7;VtB^fMy^) T5 7) 1 5 

9), 

4- (N- (4- (2-'<yy/^y-5-^DD7x^;l') -2-^7^ 
/U) -N-y^n^yyU^f;U7?/) (HJSfliJ 1 6 0 ), 

4- ((N- (4- (2-'<^i';V3-*i/-S-? nay -2-^TVy 
10 /u) -N-^y7nt>75;) ^fvu) (XIW161), 

4- ((4- (2-^<>i//Ust*r->- 5 - * p p "7 a-zV) - 2 -f 7/D/1/7 5 
/) SfifS (^tefa 6 2). 

4- ((N- (4— (2-^yi?;^y-5-^Dn7i^) - 2-f/yy 
/u) -N-/f;U7?/) (01*6011 1 6 3), 

15 4- ((N- (4- (2-^>^-v-5-^o7i^) -2-f7/U 
/U) -N- (2-v^n^*Wi^if-/U) 7$/) >^vU) (Hi&#U 
6 4), 

4 - ((N- (4-(5-^nu-2-(4-h!) 7;^O^fMy^^'» 
7i^/U) -2-^Ti/yyW) -N- (2 -v/^ P^+^ai^/U) 757) ^ 
20 5vU) (UMl 6 5), 

4 - ((N- (2 P^*$//Hc?7U) — N — (4 - (5-^ h^rv'- 2- (4 

- h y 7 /i^p^fvu^o^/u -2-^Tyy^) r$y) 

^^) mmmi 6 6), 

4- (N — (4- (2-'<y^/^i'-5-^aP7i^l/) -2-f7yy 
25 yu) -N- (3, 7?y) (liil 6 7) x 

4- (N- (4- (2-^^t+->-5-^na7i^) -2-f7)/!J 
;U) -N- (3-^f-^y^/U) 7 5 7) $&&m (HJfi«l'6 8h 
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4- (N- (4- (2 -^S-S>V3r*c*s- 5 -/ ^->7i^) - 2 -f7/ 
y/w) -N- 757) »|16 9), 

4- (N- p^drvvurcfvu) — N — (4- (5-/ (4 



(HJ&fliJl 7 0), 

3- (2 -v^ P^*vvU;n h=^» -4- (4 - (5-^h^->-2- (4- 

7x^;i,) - 2 -f-7/*!)yU7 5 /) 

7 1), 

3- (N— (4- (2-^y^Jfi/-5-^D07i^) _2-f 7/i) 
/P) -N- (2-v^ a^dr^/^f-yi,) 7^7) £&#g£ (»jl7 2) x 

4- (4- ( 5 - / a a - 2- (4 - j y 7°a t°/u^yi?;vj-*c\/) -y-^-ju) 



4- (N- (4- (2 -^<^v/M-=^>- 5 -7/^a7i^) - 2-f7/ 
y/U) -N- (2-^P^*;Wl^?vi/; T 5/) £&#Bfc 7 4), 

4- (N — (4- (2 -^^vM^^fi/- 5 -/ ^71^/1-) -2-^TV'y 
;u) -N- (2->7D^^xf/|,) 757) $&#g£ 1 7 5), 

4- (N- (4- (5-^PP-2- (4-^y/Bt>'<>y;Ut^y) 7x 
-/U) - 2-f77y/U) -N- (2 -v^ P^dr->^^yU) 7 5/) 3cS# 

4 - (N- (4 - (5 P o- 2 - (4-hU 7;l'tP^f;Kyv i /l,t*y) 



7^^) -2-^7/!)/!^) — N — (2—>/ D^dpiz/uj.^) 7?y) £ 

mmmi 77), 

4- (N- (4- (5-*dp-2- (3, 4-^PD^7-7/^y) 7^ 
=A0 -2-^7/^/1-) — N — (2 -v'/ P^*>vl^?vu) 75/) 

if 7 8), 

4 - (4 - (5-^pp-2- (4 - h V y jviru t=}-)V'<i/>J>\,jr* , s) y^ 
=->v) - 2 -^7/!)/U7 5 /) -3 - (2-->/p^V/i^ S*v-) 



- M tf-,\ss<yi?jvir*^) 7j-;P) -2-f7/!J^) 7 5/) 
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4- (4- (5-^h^r>-2- ( 4 - h y 7/1^ P y 

/v^yj/u**^) 7*~jv) >vr $ y) l 8 

0), 

5 3- (N- (4- (2-^y^^->-5-^DP7i=;l/) -2-fT/D 
/U) -N-v-y P^*v^y f'/L'T $ y ) (^«&0i|18lh 
4- (N -:/fvU-N- (4- ( 5 -y p p - 2 - (4- h!)-7;i/tD>f/i/-^ 
^/M-*^) 7i=^) - 2-f7)/ y /U) T $ /) (Hifefcl 18 2), 

4- (N — (4- (6- (3, 4-^oD^y^^y) -2-^^i/^-^e 
10 U-^JJ/i') -2-f-T/y/U) -N-^yyotVU7 5/) £&#S£ (3li60Jl 
8 3), 

4 — (N — (2 -v'^ p/s^y/Uxfyl/) -N- (4- (6- (3, 4-v>yp 
P^^^/U^-^ri/) - 2 -^^i/^-^f-y*U /U) -2-f7^/!J;l') 7$y) £ 

(mmmi 8 4), 

15 4- (N- ( 2 -i/y P^^rv'/^f-yt-) — N — (4 - (5- (3, 

n^i/jv**^) -2-^y^^/y^) -2-^-ry*ii/u) r$y) £ 

&&& 8 5), 

4- (4- (5- (3, - 2 -^<y/^ $ ^y*!J 

/p) -2-^r/y/wT$y) £,ft#g£ %h*% (iWi8 6), 

20 4 - (N-->? P^vvuy ^/U-N- (4- (6- (3, 

-2 -- <yS**D-SV/u) -2-f-r/y^) r^y) £,&#g£ (II 

mmi 8 7), 

4- (N- (4 - (6- (4-tert - ^f^lV^V is/U** i/) - 2 -^s^J 

25 & (3?J&0»J 18 8), 

4- (N- (4- (6- (2, 4-b** (h!)7;^D^f/U) ^^vvM-^v-) 

- 2 -^oy*^-^r-y-y*y /p) -2-^-r^y/u) -N-^y p^wm ?vut 
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^ /) %&&m mmmi 8 9), 

4- (N-^d^vvM^-N- (4- (6- (3, 4-i?7/U*w<>> 
(H*£0ijl 9 0), 

4- (N-^n^i/^f^- N - ( 4 _ (6 _ ( 3> 5 - j. ^ 
(UMl 9 1), 

4- ((N- (4- (4 -i/^oXyf/^^v/7i=;U) -2-f 7 y^ U ) _ 
N-yf yyu tVPT$ /) yfvU) (0S*0»J19 2h 

4- ((N- (4- (4 n^v'/Uy h^f a^/V) 

c i s-4 - ((N- (4 - (4 - (N- (4 - (4-fc Ka*-/->^nA^^) 

4- ((N->?VW-N- (4- (4- (N-^^/U-N- (4- (4~t#y-/ 
fr) £&#B& (%mWl 9 5), 

trans-4 - ((N- (4- (4- (N- (4 - (4-fc Ko^->->^p^ 
*S)V) ^yi>ju) -N-^f;U7?/) 7^/U) -2-f-TViJ/U) -N-y 
* *T 5 J ) fvU) (^J60!| 19 6), 

4- ((N- (4- (3- (4-^D^dr«>My^7^) 7j^) -2 
-f-T5/y^) -N-^^yUT^y) y^/U) »jl9 7), 

4- ((N- (4- (4- (N- (4-^P^v';l/^y^) -n- ( 2 - y 
h^^T-fe^/U) 7?/) 7i^) -2-f7y!);l/) - N - y fvUT 5 y ) 

y^) &&&m mmmi 9 8), 

4- ((N- (4- (4- (N- ( 4 - v" y p ^ Jf- vvt^< y i> ;i>) — N — (2-fc 
Ko*->7tf;l/) T57) 7x-^) -2-f7/!J^ -N-y fvbT 5 y ) 
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mmmi 9 9h 

4- ((N- (4- (3- (N- (4 w>**W<>i?;U) -N-^^/PT 

h 1J (HJS0i|2 0 0), 
5 4- ((N — (4- (3- (N-Ti?^^-N- (4 - PA^^y^) 

7?/) 7*=*) -N-^w?y) ^SSH 

(Hlfe«2 0 1), 

4- ((N- (4- (4- (N- (4 -N-^^V^ 
yMwUTS /) 7i=^) -2-^7^!)^) -N-^ p<fvU) 
10 (^M2 0 2), 

4- ((N- (4- (4- (N- (4 a^*i/Jl"<yi?/l') — N— ( 2 - fc 

7< f-As) (£%0ij 2 0 3), 

3- ((N- (4- (4- (N- (4 

15 5 /) y=c=.;u) - 2 -f7/y^) -n-^ (H 

2 0 4), 

c i s - 4 - ((N- (4- (4- (N— (4- ( 3 - k K p * is is? p v'/U) 
^^v?/U) -N-W7?/) 7^=/W) - 2-f7/!)/U) -N-^^/UT 
?7) ^^vU) (HWi 2 0 5 K 

20 t rans-4 - ((N- (4 - (4 - (N- (4 - (3 - t Kp#v">^ n^dr 

^>yu) ^y^yw) -N-yw^y) -2-f7yy/u) -n-^ 

W^y) ;><?vu) (^Jfi0ij2 0 6), 

4- ((N-^^/U-N- (4- (4- (N-^^/U-N- (4- U-^Vv' 
^D^i//P) s<yis/\s) 7;/) 7^=^) -2-f7/!i^) 7;y) 

25 /!✓) (HJfe0il2 0 7), 

4- ((N— (4- (4- (N — (4- (4, 4 p p */9 u^* vvU) 

isju) -N-y^/ur$y) y*-^) -2-^r/y/u) -n-^w^/) 
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j?-*) (mmm2 o 8), 

4- ((N— (4- (4- (N- (4- (4, 4-^7;^d>'^oa^^) 

^vvu) -n-7?vu7 5 7) 7x^) - >v) -n-7?vu7 5 

7) (2?life0ij2O 9), 

5 4- ((N~7 5vU-N- (4- (4- (N-7?vV-N- (4 - (f^tKa 

(HJfe«»|2 10), 

4- ((N — (4- (4- (N- (4- ( 1 -7-fefvH^JJ v>>-4 -^yU) ^ 
^vvU) -N-7?vU7 5 7) y^=-;v) - N -7?vU7 5 

io y)^ f-jv) %,%&m (mmm 211), 

4- ((N- (4- (4- (N- (4 u^y^/V^ls-yjV) -N-75vU7 
5 7) - 2-f7/y/u) -N-^W^y) 7fvu) (II 

J60J2 1 2), 

t r a n s - 4 - ( (N - 7 fvu- N - (4 - ( 4 - (N - 7 fvU- N - (4-7 
15 x=/U*>^ u^vvW7fvt') 7 5/ ) -2-f7>/!J;P) 7 5 7) 

7^/I>) (Hifc0i]2 13), 

c i s-4- ((N-7^/1— N- (4- (4- (N~7fvU-N- (4-7^ 
yl^^p^WMfvU) 75 7) 7i-^) -2-f7/y/l^) 75 7) 7 ^ 
• (HM2 14), 

20 4-((N-(4-(4-(N-(4-(4, 4 - v>7 fvU->* d ^v'yu) -i^ 
-N-^f;U7 5/) 7^-/U) -2-f77U;u) -N-7?vU7 5 7) 
7fvi/) (Htt0H2 15), 

4- ((N- (4- (4- (N- (4- (4, 

v^/U) -N-7^757) 7^yi.) -2-^-Ti/y^) -N-7?vU75/) 
25 7 ^/U) K V 7 A («0ij 2 16), 

4- ((N-i/^D^i/;M^-N- (4- (6- (3, 

/^#'» - 2 — ' <^/>drf-7*y yU) - 2-f7/!J^) 757) 7^/U) £ 
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(mmM2 17), 

4- ((N-y^vU-N- (4- (4- (N-^fvU-N- (4- U-y^/t'V' 

^d^^^) r$y) r?/) y?- 

m mmm 2 1 8 ) , 

5 4- ((N- (4- (4- (N- ( 2 P^drvvWO -N-y?vUT 

5/) -2-^-T^/y^) -N-yfvUT^y) y^/u) (H 

ife0»J 2 19), 

4- ((N- (4- (6 -^^v^/W^-^rv'- 2 -^<>'V'^-drf-V'!;/l-) -2-^T 

yy/u) -n-^^ p^dri//uy f-/uT5 y) /f-/\s)%&%m(nMm2 20), 

10 4- ((N->^a^v'/Mf/l'-N- (4- ( 6 -T7 2 

y/^-y-yy/i-) -2-f7)/y/H r$y) y?vu) (IIM22 
l), 

4- ((N-y^VU-N- (4- (4- (N-y^-N- (4 -71-/^^) 

7?;) 7x=/p) -2-^ry*y^) r?y) y^vu) £&#st (HJ£0<J2 2 

15 2), 

4- ((N- (4- (4- (N- (2- (2-4 y^-Sls) ^f- >V) -N-^f/P 
T$y) 7^/H -2-f7'/!)^) -N-^W57) y?vu) $||| 
(%W\ 2 2 3), 

4- ((N- (4- (4- (N- (2- (3, 4 - W a a 7 x. ~;V) - 
20 N-^W?/) 7 ^=./U) - 2-f7yU/H -N-^f/l/75 7) ^f^) 
£S#S£ («0I2 2 4), 

4- ((N-y fvU-N- (4- (4- (N-y f/U-N- (3 - 7x-/U7"d t° 

yu) r$y) 7x=/H -2-f7y!)/u) r$y) y?^) £&#g£ (gffiffl 

2 2 5), 

25 4 - ((N — (4- (6- (N- ( 4 - i/$ d ^i/jU^y -N-y^A-T 

^y) -3-eyvvu) - 2-^ryy^) -n-^ w?y) y^u) £,& 

(«0ij2 2 6), 
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4- ( (N — (2' - (N- (4 - v-y a^*i/ji"<yi?/i,) — jq-^^-^y 5 y ) 

-4' 5' -w/y/i'- 2->r/u) -N-yfvurs y) y 

^) $S#g (3?Jfc#j2 2 7), 

4- ((N- (4- (2-^nn-6- (N- ( 4 - v-vl^^v^) - 

n-^w^) -2-^ryy/u) -n-^w?/) 

* ?vW (HJgfrJ 2 2 8), 

4- ((N— (4- (4- (N — (4- (2, 2 - v?y ^Vl^ a fcVU) ^vvW) 
/«-) (H«6«SJ2 2 9), 

4- ((N-yfvU-N- (4- (4- (N-yfvU-N- (4- (l-7°Pt°;U 
:/7vW) ^v?/U) 7?;) 7i^) -2-f7/y/V) T5/) y?VP) £ 
MB (HM2 3 0), 

4- ((N - (4- (2- ( 4 - O^J[-y;l'7i-/l/) -lH-^y^-f ^ 

/-/w-5--r/u) -2-^ryy/u) -N-y^/uz? y) y?vu) 

(^2&#l2 3 1), 

4- ((N- (4- (5 -9 a a - 6 - (N- ( 4 - >^ a^^vM^^vvu) - 

N-y^vur^y) -3-t°y^u) -2-^r/y^) -n-^w?;) 
y f-^) 3?s#g£ (^^j 232), 

4 - ((N- (4 - (4 - (N-. (4 - t e r t -^fMy^) -N-y ^/U 

r*y) ^3i-^) - 2-f7)/!)^) -N->w$y) yfvw) %&mm 

(MMm 2 3 3), 

4- ((N-y^-N- (4- (4- (N-y^-N- (4-h!);7/M-py 
fvl^^vW 7?7) 7z^^) -2-f7/»^) T^y) y^/U) 
^ (HM2 3 4), 

4- ((N- (4- (4- (N- (2- (4- t e r t-^7xr:;H ^/U) 
-N-y^ybT$y) 7x-;K -2-^7^!)^) -N-/f;i^757) y^ 
^) (^M2 3 5), 
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